WO 2015/024667 PCT/EP2014/002300
117
Luciferase expression in guinea pig
108
v vy
107 A, a A ¥
SWallis A

5 vv
2
©
2 108 o .
5 E ®
c d
l: - @
2 J
e 5
; 10 --EI ® &
= . &
= 3
n: -

104 _—

&
103 : 1 [ | 1 1
2> & N (2
@ ’
\& 3 o(‘ ;‘}0Q
8@: 6\} . 00
o v &
> o S
)0

Fig. 1



WO 2015/024667 PCT/EP2014/002300

217

Luciferase expression in guinea pigs
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R1265: PpLuc(GC) ~ muag — A64 - C30 — histoneSL
GGGAGAAAGCUUGAGGAUGGAGGACGCCAAGAACAUCAAGAAGGGCCCGGECECCCUUCUA
CCCGCUGGAGGACGGGACCGCCGGCGAGCAGCUCCACRAGGCCAUGAAGCGGUACGCCCU
GGUGCCGGGCACGAUCGCCUUCACCGACGCCCACAUCGAGGUCGACAUCACCUACGCGGA
GUACUUCGAGAUGAGCGUGCGCCUGGCCGAGGCCAUGAAGCGGUACGGCCUGAACACCAA
CCACCGGAUCGUGGUGUGCUCGGAGAACAGCCUGCAGUUCUUCAUGCCGGUGCUGGGCEC
CCUCUUCAUCGGCGUGGCCGUCGCCCCGGCGAACGACAUCUACAACGAGCGGGAGCUGCU
GAACAGCAUGGGGAUCAGCCAGCCGACCGUGGUGUUCGUGAGCAAGAAGGGCCUGCAGAA
GAUCCUGAACGUGCAGAAGAAGCUGCCCAUCAUCCAGAAGAUCAUCAUCAUGGACAGCAA
GACCGACUACCAGGGCUUCCAGUCGAUGUACACGUUCGUGACCAGCCACCUCCCGCCGGG
CUUCAACGAGUACGACUUCGUCCCGGAGAGCUUCGACCGGGACAAGACCAUCGCCCUGAU
CAUGAACAGCAGCGGCAGCACCGGCCUGCCGAAGGGGGUGGCCCUGCCGCACCGGALCCGC
CUGCGUGCGCUUCUCGCACGCCCGEGACCCCAUCUUCGGCAACCAGAUCAUCCCGGACAC
CGCCAUCCUGAGCGUGGUGLCCGUUCCACCACGGCUUCGGCAUGUUCACGACCCUGGGCUA
CCUCAUCUGCGGCUUCCEGGUGGUCCUGAUGUACCGGUUCGAGGAGGAGCUGUUCCUGCG
GAGCCUGCAGGACUACARAGAUCCAGAGCGCGCUGCUCGUGCCGACCCUGUUCAGCUOUCUU
CGCCAAGAGCACCCUGAUCGACAAGUACGACCUGUCGAACCUGCACGAGAUCGCCAGCGG
GGGCGCCCCGCUGAGCAAGGAGGUGGGCGAGGCCGUGGCCAAGCGGUUCCACCUCCCGGG
CAUCCGCCAGGGCUACGGCCUGACCGAGACCACGAGCGCGAUCCUGAUCACCCCCGAGGG
GGACGACAAGCCGGGCGCCGUGGGCAAGGUGGUCCCGUUCUUCGAGGCCAAGGUGGUGGA
CCUGGACACCGGCAAGACCCUGGECEUGAACCAGCGGGGCGAGCUGUGCGUGCEGGEEGCC
GAUGAUCAUGAGCGGCUACGUGAACAACCCGGAGGCCACCAACGCCCUCAUCGACAAGGA
CGGCUGGCUGCACAGCGEGCGACAUCGCCUACUGGGACGAGGACGAGCACUUCUUCAUCGU
CGACCGGCUGAAGUCGCUGAUCAAGUACAAGGGCUACCAGGUGGCGECCGGCCGAGCUGGA
GAGCAUCCUGCUCCAGCACCCCAACAUCUUCGACGCCGGCGUGGECCGGGCUGCCGGACGA
CGACGCCGGCGAGCUGCCGGLCGCGGUGGUGGUGCUGGAGCACGGCAAGACCAUGACGGA
GAAGGAGAUCGUCGACUACGUGGCCAGCCAGGUGACCACCGCCAAGAAGCUGCGGGGLEE
CGUGGUGUUCGUGGACGAGGUCCCGAAGGGCCUGACCGGGAAGCUCGACGCCCGGAAGAD
CCGCGAGAUCCUGAUCAAGGCCAAGAAGGGCGGCAAGAUCGCCGUGUAAGACUAGUUAUA
AGACUGACUAGCCCGAUGGGCCUCCCAACGEGEGCCCUCCUCCCCUCCUUGCACCGAGAUUA
AUAAARAALAAAARARAADDAAAAAANAAARADRADANAANAAAAAANARAAARADDBAARR
AAAARAUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCARAGGCUCUUUUCAGAGC
CACCAGAAUU
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517

R2652: PpLuc(wt) — A30
GGGAGRAAAGCUUACCAUGGAAGACGCCAARAACRUAAAGAARGGCCCGGCGCCAUUCUAU
CCUUUAGAGGAUGGAACCGCUGGAGAGCAACUGCAUARGGCUAUGAAGAGAUACGCCCUG
GUUCCUGGAACAAUUGCUUUUACAGAUGCACAURUCGAGGUGAACAUCACGUACGCGGAA
UACUUCGAAAUGUCCGUUCGGUUGGCAGAAGCUAUGARACGAUAUGGGCUGAAUACARAT
CACAGAAUCGUCGUAUGCAGUGAAAACUCUCUUCAAUUCUUUAUGCCGGUGUUGGGCGCG
UUAUUUAUCGGAGUUGCAGUUGCGCCCGCGAACGACAUUUAUARUGAACGUGAAUUGCUC
AACAGUAUGAACAUUUCGCAGCCUACCGUAGUGUUUGUUUCCAARAAGGGGUUGCAAAAA
AUUUUGAACGUGCAAAAAAAAUUACCAAUAAUCCAGAAAAUUAUUAUCAUGGAUUCUAAA
ACGGAUUACCAGGGAUUUCAGUCGAUGUACACGUUCGUCACAUCUCAUCUACCUCCCGGU
UUUARUGAAUACGAUUUUGUACCAGAGUCCUUUGAUCGUGACAAAACAAUUGCACUGAUA
AUGAAUAGCUCUGGAUCUACUGGGUUACCUAAGGGUGUGGCCCUUCCGCAUAGAACUGCC
UGCGUCAGAUUCUCGCAUGCCAGAGAUCCUAUUUUUGGCAAUCAARUCAUUCCGGAUACU
GCGAUUUUAAGUGUUGUUCCAUUCCAUCACGGUUUUGGAAUGUUUACUACACUCGGAUAU
UUGAUAUGUGGAUUUCGAGUCGUCUUAAUGUAUAGAUUUGAAGAAGAGCUGUUUUUACGA
UCCCUUCAGGAUUACAAAAUUCAAAGUGCGUUGCUAGUACCAACCCUAUUUUCAUUCUUC
GCCAAAAGCACUCUGAUUGACAAAUACGAUUUAUCUAAUUUACACGAAAUUGCUUCUGGG
GGCGCACCUCUUUCGAAAGAAGUCGGGGAAGCGGUUGCAAARACGCUUCCAUCUUCCAGGG
AUACGACAAGGAUAUGGGCUCACUGAGACUACAUCAGCUAUUCUGAUUACACCCGAGGGG
GAUGAUARACCGGGCGCGGUCGGUAAAGUUGUUCCAUUUUUUGAAGCGAAGGUUGUGGAU
CUGGAUACCGGGAARACGCUGGGCGUUAAUCAGAGAGGCGAAUUAUGUGUCAGAGGACCU
AUGAUUAUGUCCGGUUAUGUAAACAARUCCGGAAGCGACCAACGCCUUGAUUGACAAGGAU
GGAUGGCUACAUUCUGGAGACAUAGCUUACUGGGACGAAGACGAACACUUCUUCAUAGUU
GACCGCUUGAAGUCUUUAAUUAAAUACAAAGGAUAUCAGGUGGCCCCCGCUGAADUGGAA
UCGAUAUUGUUACAACACCCCAACAUCUUCGACGCGGGCGUGGCAGGUCUUCCCGACGAU
GACGCCGGUGAACUUCCCGCCGCCGUUGUUGUUUUGGAGCACGGARAGACGAUGACGGAA
AAAGAGAUCGUGGAUUACGUCGCCAGUCAAGUAACAACCGCGAAAAAGUUGCGCGGAGGA
GUUGUGUUUGUGGACGAAGUACCGAAAGGUCUUACCGGAARACUCGACGCAAGARAARUC
AGAGAGAUCCUCAUAAAGGCCAAGAAGGGCGGAAAGUCCAARUUGUGAGGACUAGUAGAU
CUAARAAAAAAANAADARARANNAARARAANAA

Fig. 5
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R3454: PpLuc(wt} - A64

GGGAGAAAGCUUACCAUGGAAGACGCCAAARACAUAAAGAAAGGCCCGGCGCCAUUCUAU
CCUUUAGAGGAUGGAACCGCUGGAGAGCAACUGCAUAAGGCUAUGRAGAGAUACGCCCUG
GUUCCUGGAACAAUUGCUUUUACAGAUGCACAUAUCGAGGUGAACAUCACGUACGCGGAA
UACUUCGARAUGUCCGUUCGGUUGGCAGABGCUAUGARACGAUAUGGGCUGAAUACAAAT
CACAGAAUCGUCGUAUGCAGUGAAAACUCUCUUCAAUUCUUUAUGCCGGUGUUGGGCGCG
UUAUUUAUCGGAGUUGCAGUUGCGCCCGCGARCGACAUUUAUARUGAACGUGAAUUGCUC
ARCAGUAUGAACAUUUCGCAGCCUACCGUAGUGUUUGUUUCCAAARAGGGGUUGCAARRA
AUUUUGAACGUGCAAARAAAAUUACCAAUAAUCCAGAAARUUAUUAUCARUGGAUUCUARA
ACGGAUUACCAGGGAUUUCAGUCGAUGUACACGUUCGUCACAUCUCAUCUACCUCCCGGU
UUUAAUGAAUACGAUUUUGUACCAGAGUCCUUUGAUCGUGACAARACARUUGCACUGAUA
AUGAAUAGCUCUGGAUCUACUGGGUUACCUAAGGGUGUGGCCCUUCCGCAUAGAACUGCC
UGCGUCAGAUUCUCGCAUGCCAGAGAUCCUAUUUUUGGCAAUCARAUCAUUCCGGAUACU
GCGAUUUUAAGUGUUGUUCCAUUCCAUCACGGUUUUGGAAUGUUUACUACACUCGGAUAU
UUGAUAUGUGGAUUUCGAGUCGUCUUAAUGUAUAGAUUUGAAGAAGAGCUGUUUUUACGA
UCCCUUCAGGAUUACAARAUUCAAAGUGCGUUGCUAGUACCAACCCUAUUUUCAUUCUUC
GCCAAAAGCACUCUGAUUGACARAUACGAUUUAUCUARUUUACACGAARUUGCUUCUGGG
GGCGCACCUCUUUCGAAAGAAGUCGGGGAAGCGGUUGCAAAACGCUUCCAUCUUCCAGGE
AUACGACAAGGAUAUGGGCUCACUGAGACUACAUCAGCUAUUCUGAUUACACCCGAGGGG
GAUGAUAAACCGGGCGCGGUCGGUARAGUUGUUCCAUUUUUUGAAGCGAAGGUUGUGGAU
CUGGAUACCGGGAARACGCUGGGCGUUAAUCAGAGAGGCGAAUUAUGUGUCAGAGGACCU
AUGAUUAUGUCCGGUUAUGUARACAAUCCGGARGCGACCAACGCCUUGAUUGACAAGGAU
GGAUGGCUACAUUCUGGAGACAUAGCUUACUGGGACGAAGACGAACACUUCUUCAUAGUU
GACCGCUUGAAGUCUUUAAUUAAARUACAAAGGAUAUCAGGUGGCCCCCGCUGRAUUGGAA
UCGAUAUUGUUACAACACCCCAACAUCUUCGACGCGGGCGUGGCAGGUCUUCCCGACGAU
GACGCCGGUGAACUUCCCGCCGCCGUUGUUGUUUUGGAGCACGGARAGACGAUGACGGAA
ARRGAGAUCGUGGAUUACGUCGCCAGUCAAGUAACAACCGCGARARAGUUGCGCGGAGGA
GUUGUGUUUGUGGACGAAGUACCGAAAGGUCUUACCGGAAAACUCGACGCARGARRAAUC
AGAGAGAUCCUCAUARAGGCCAAGAAGGGCGGARAGUCCARAUUGUGAGGACUAGUAGAU
CUAAAARAAAAARAAAAAAAAARARAAAAAAAAAAAAAAARAARARAAAAAARARAAARRR
ARAAAA
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N7

R2462: PpLuc(GC)-A64-C30-HistoneSL

GGGAGAAAGCUUGAGGAUGGAGGACGCCAAGAACAUCARGAAGGGCCCGGCGCCCUUCUA
CCCGCUGGAGGACGGGACCGCCGGCGAGCAGCUCCACARGGCCAUGAAGCGGUACGCCCU
GGUGCCGGGCACGAUCGCCUUCACCGACGCCCACAUCGAGGUCGACAUCACCUACGCGGA
GUACUUCGAGAUGAGCGUGCGCCUGGCCGAGGCCAUGAAGCGGUACGGCCUGAACACCAA
CCACCGGAUCGUGGUGUGCUCGGAGAACAGCCUGCAGUUCUUCAUGCCGEUGCUGGECEE
CCUCUUCAUCGGCGUGGCCGUCGCCCCGGCGAACGACAUCUACAACGAGCGGGAGCUGCU
GAACAGCAUGGGGAUCAGCCAGCCGACCGUGGUGUUCGUGAGCARGARGGGCCUGCAGAA
GAUCCUGAACGUGCAGAAGAAGCUGCCCAUCAUCCAGAAGAUCAUCAUCAUGGACAGCAA
GACCGACUACCAGGGCUUCCAGUCGAUGUACACGUUCGUGACCAGCCACCUCCCGCCGGG
CUUCAACGAGUACGACUUCGUCCCGGAGAGCUUCGACCGGGACARGACCAUCGCCCUGAU
CAUGAACAGCAGCGGCAGCACCGGCCUGCCGAAGGGGGUGGCCCUGCCGCACCGGACCGT
CUGCGUGCGCUUCUCGECACGCCCGGGACCCCAUCUUCGGCARCCAGAUCAUCCCGGACAC
CGCCAUCCUGAGCGUGGUGCCGUUCCACCACGGCUUCGGCAUGUUCACGACCCUGGGCUA
CCUCAUCUGCGGCUUCCGGGUGGUCCUGAUGUACCGGUUCGAGGAGGAGCUGUUCCUGCG
GAGCCUGCAGGACUACAAGAUCCAGAGCGCGCUGCUCGUGCCGACCCUGUUCAGCUUCUU
CGCCAAGAGCACCCUGAUCGACAAGUACGACCUGUCGAACCUGCACGAGAUCGCCAGCGG
GGGCGCCCCGCUGAGCARGGAGGUGGGCGAGGCCGUGGCCAAGCGGUUCCACCUCCCGGE
CAUCCGCCAGGGCUACGGCCUGACCGAGACCACGAGCGCGAUCCUGAUCACCCCCGAGGS
GGACGACAAGCCGGGCGCCEUGGGCARGGUGGUCCCGUUCUUCGAGGCCAAGGUGGUGGA
CCUGGACACCGGCAAGACCCUGGGCGUGARCCAGCGGGGCGAGCUGUGCGUGCGGGGGCC
GAUGAUCAUGAGCGGCUACGUGAACAACCCGGAGGCCACCARCGCCCUCAUCGACAAGGA
CGGCUGGCUGCACAGCGGCGACAUCGCCUACUGGGACGAGGRCGAGCACUUCUUCAUCGY
CGACCGGCUGAAGUCGCUGAUCAAGUACAAGGGCUACCAGGUGGCGCCGGCCGAGCUGGA
GAGCAUCCUGCUCCAGCACCCCAACAUCUUCGACGCCGGCGUGGCCGGGCUGCCGGACGA
CGACGCCGGCGAGCUGCCGECCGCGGUGGUGGUGCUGGAGCACGGCARGACCAUGACGGA
GAAGGAGAUCGUCGACUACGUGGCCAGCCAGGUGACCACCGCCARGRAGCUGCGGGGCGE
CGUGGUGUUCGUGGACGAGGUCCCGARGGGCCUGACCGGGAAGCUCGACGCCCGGAAGAU
CCGCGAGAUCCUGAUCAAGGCCAAGAAGGGCGGCARGAUCGCCGUGUAAGACUAGUAGAU
CUAARAARAAAAAAAAARAAARRARAARAAAAARARAAAAANAAAAAARARAAARARARA
BARAAAUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCARAGGCUCUUTUCAGAGE
CACCAGAAUU

Fig. 7
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R1256: PpLuc(GC)-muag-A64-C30

GGGAGAAAGCUUGAGGAUGGAGGACGCCAAGAACAUCAAGAAGGGCCCGGCGCCCUUCUA
CCCGCUGGAGGACGGGACCGCCGGCGAGCAGCUCCACAAGGCCAUGRAGCGGUACGCCCY
GGUGCCGGGCACGAUCGCCUUCACCGACGCCCACAUCGAGGUCGACAUCACCUACGCGGA
GUACUUCGAGAUGAGCGUGCGCCUGGCCGAGGCCAUGAAGCGGUACGGCCUGRACACCAA
CCACCGGAUCGUGGUGUGCUCGGAGARCAGCCUGCAGUUCUUCAUGCCGGUGCUGGGCGT
CCUCUUCAUCGGCGUGGCCGUCGCCCCGGCGAACGACAUCUACAACGAGCGGGAGCUGCY
GARCAGCAUGGGGAUCAGCCAGCCGACCGUGGUGUUCGUGAGCARGAAGGGCCUGCAGAA
GAUCCUGAACGUGCAGAAGARGCUGCCCAUCAUCCAGAAGAUCAUCAUCAUGGACAGCAA
GACCGACUACCAGGGCUUCCAGUCGAUGUACACGUUCGUGACCAGCCACCUCCCGCCGGE
CUUCAACGAGUACGACUUCGUCCCGGAGAGCUUCGACCGGGACAAGACCAUCGCCCUGAY
CAUGAACAGCAGCGGCAGCACCGGCCUGCCGARGGGGGUGGCCCUGCCGCACCGGACCGC
CUGCGUBGCGECUUCUCGCACGCCCGGGACCCCAUCUUCGGCARCCAGAUCAUCCCGGACAC
CGCCAUCCUGAGCGUGGUGCCGUUCCACCACGGCUUCGGCAUGUUCACGACCCUGGGCUA
CCUCAUCUGCGGCUUCCGGGUGGUCCUGAUGUACCGGUUCGAGGAGGAGCUGUUCCUGCG
GAGCCUGCAGGACUACAAGAUCCAGAGCGCGCUGCUCGUGCCGACCCUGUUCAGCUUCUU
CGCCAAGAGCACCCUGAUCGACAAGUACGACCUGUCGAACCUGCACGRGAUCGCCAGCGG
GGGCGCCCCGCUGAGCAAGGAGGUGGGCGAGGCCGUGGCCARGCGGUUCCACCUCCCGGE
CAUCCGCCAGGGCUACGGCCUGACCGAGACCACGAGCGCGAUCCUGAUCACCCCCGAGEG
GGACGACAAGCCGGGCGCCGUGGGCAAGGUGGUCCCGUUCUUCGAGGCCAAGGUGGUGGA
CCUGGACACCGGCAAGACCCUGGGCGUGAACCAGCGGGGCEAGCUGUGCGUGCGEGGGCT
GAUGAUCAUGAGCGGCUACGUGAACARCCCGGAGGCCACCARCGCCCUCAUCGACARGGA
CGGCUGGCUGCACAGCGGCGACAUCGCCUACUGGGACGAGGRCGAGCACUUCUUCAUCGU
CGACCGGCUGAAGUCGCUGAUCAAGUACARGGGCUACCAGGUGGCGCCGGCCGAGCUGGA
GAGCAUCCUGCUCCAGCACCCCAACAUCUUCGACGCCGGCGUGGCCGGGCUGCCGGACGA
CGACGCCGGCGAGCUGCCGGCCGCEEUGGUGGUGCUGGAGCACGGCARGACCAUGACGGA
GAAGGAGAUCGUCGACUACGUGGCCAGCCAGGUGACCACCGCCAAGARGCUGCGGGGCGE
CGUGGUGUUCGUGGACGAGGUCCCGAAGGGCCUGACCGGGAAGCUCGACGCCCGGAAGAU
CCGCGAGAUCCUGAUCAAGGCCAAGAAGGGCGGCAAGAUCGCCGUGUAAGACUAGUUAUA
AGACUGACUAGCCCGAUGGGCCUCCCAACGGGCCCUCCUCCCCUCCUUGCACCGAGAUUA
AUAARAAAAAAAAARARAAAAAAAARRAAAARAAAAARAAAAARARARAAARARAARANAA
AAAARAUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCUCUAG

Fig. 8
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R2393: PpLuc(nat)-muag-A64-C30-HistoneSL

GGGAGAAAGCUUACCAUGGAAGACGCCAARARCAUAAAGAAAGGCCCGGCGCCAUUCUAD
CCUUURGAGGAUGGARACCGCUGGAGAGCAACUGCAUAAGGCUAUGAAGAGAUACGCCCUG
GUUCCUGGAACARAUUGCUUUUACAGARUGCACAUAUCGAGGUGAACAUCACGUACGCGGAA
UACUUCGARAUGUCCGUUCGGUUGGCAGAAGCUAUGARACCGAUAUGGGCUGAAUACARRAD
CACAGAAUCGUCGUAUGCAGUGAAAACUCUCUUCAAUUCUUUAUGCCGGUGUUGGGCGCG
UUAUUUAUCGGAGUUGCAGUUGCGCCCGCGARACGACAUUVAUAAUGAACGUGAAUTGCUC
AACAGUAUGAACAUUUCGCAGCCUACCGUAGUGUUUGUUUCCARBARGGGGUUGCAAARA
AUUUUGAACGUGCAARARAAAAUUACCAAUARUCCAGAAAAUUAUUAUCAUGGAUUCUAAA
ACGGAUUACCAGGGAUUUCAGUCGAUGUACACGUUCGUCACAUCUCAUCUACCUCCCGGY
UUUAAUGAAUACGAUUUUGUACCAGAGUCCUUUGAUCGUGACAAAACAAUUGCACUGAUA
AUGAAUAGCUCUGGAUCUACUGGGUUACCUAAGGGUGUGGCCCUUCCGCAUAGAACUGCC
UGCGUCAGAUUCUCGCAUGCCAGAGAUCCUAUUUUUGGCARUCARRUCAUUCCGGAUACU
GCGAUUUUAAGUGUUGUUCCAUUCCAUCACGGUUUUGGAAUGUUUACUACACUCGGAURU
UUGAUAUGUGGAUUUCGAGUCGUCUUAAUGUAUAGAUUUGRAGARGAGCUGUUUUUACGA
UCCCUUCAGGAUUACAAARUUCARAGUGCGUUGCUAGUACCAACCCUAUUUUCAUUCUUC
GCCARRAGCACUCUGAUUGACARAUACGAUUUAUCUAAUUUACACGAARTUGCUUCUGGG
GGCGCACCUCUUUCGARAGAAGUCGGGGARGCGGUUGCARRRCGCUUCCAUCUUCCAGGG
AUACGACAAGGAUAUGGGCUCACUGAGACUACAUCAGCUAUUCUGAUUACACCCGAGGGG
GAUGAUAAACCGGGCGCGGUCGGUARAGUUGUUCCAUUUUUUGAAGCGRAGGUUGUGGAU
CUGGAUACCGGGAAAACGCUGGGCGUUAAUCAGAGAGGCGARUUAUGUGUCAGAGGACCUY
AUGAUUAUGUCCGGUUAUGUAAARCAARUCCGGAAGCGACCAACGCCUUGAUUGACAAGGAU
GGAUGGCUACAUUCUGGAGACAUAGCUUACUGGGACGAAGACGAACACUUCUUCAUAGUU
GACCGCUUGAAGUCUUUAAUUAAAUACAAAGGAUAUCAGGUGGCCCCCGCUGAADUGGAA
UCGAUAUUGUUACAACACCCCAACAUCUUCGACGCGGGCGUGGCAGGUCUUCCCGACGAU
GACGCCGGUGAACUUCCCGCCGCCGUUGUUGUUUUGGAGCACGGAAAGACGAUGACGGAR
AAAGAGAUCGUGGAUUACGUCGCCAGUCAAGUARCAACCGCGAAARAAGUUGCGCGGAGGA
GUUGUGUUUGUGGACGAAGUACCGAARAGGUCUUACCGGAARACUCGACGCARAGAARARTC
AGAGAGAUCCUCAUAAAGGCCAAGAAGGGCGGAAAGUCCARAUUGUGAGGACUAGUUAUA
AGACUGACUAGCCCGAUGGGCCUCCCAACGGGCCCUCCUCCCCUCCUUGCACCGAGAUUA

ll.lllIAAAA‘AAIAAAAIl.l.lllllllllllllllllll].llllllll-l.l.l.l.l.l.l.ll

AARARAUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCARAGGCUCUUUUCAGAGC
CACCAGAAUU

Fig. 9
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R2403: RAV-G(GC)-muag-A64-C30-histoneSL

GGGAGAAAGCUUACCAUGGUGCCCCAGGCCCUGCUCUUCGUCCCGCUGCUGGUGUUCCCC
CUCUGCUUCGGECAAGUUCCCCAUCUACACCAUCCCCGACAAGCUGGGGCCGUGGAGCCCC
AUCGACAUCCACCACCUGUCCUGCCCCAACAACCUCGUGGUCGAGGACGAGGGCUGCACC
BACCUGAGCGGGUUCUCCUACAUGGAGCUGAAGGUGGGCUACAUCAGCGCCAUCAAGAUG
BACGGGUUCACGUGCACCGGCGUGGUCACCGAGGCGGAGACCUACACGAACUUCGUGGGC
UACGUGACCACCACCUUCAAGCGGAAGCACUUCCGCCCCACGCCGGACGCCUGCCGGGLC
GCCUACAACUGGAAGAUGGCCGGGGACCCCCGCUACGAGGAGUCCCUCCACAACCCCUAC
CCCGACUACCACUGGCUGCGGACCGUCAAGACCACCARGGAGAGCCUGGUGAUCAUCUCC
CCGAGCGUGGCGGACCUCGACCCCUACGACCGCUCCCUGCACAGCCEGGUCTUCLCCGGT
GGGARCUGCUCCGGCGUGGCCGUGAGCUCCACGUACUGCAGCACCAACCACGACUACACC
AUCUGGAUGCCCGAGAACCCGCGCCUGGGGAUGUCCUGCGACAUCUUCACCAACAGLLGG
GGCAAGCGCGCCUCCRAGGGCAGCGAGACGUGCGGGUUCGUCGACGAGCGGGGCCUCUAC
AAGUCCCUGRAGGGGGCCUGCARAGCUGAAGCUCUGCGGCEUGCUGGGCCUGCGCCUCAUG
GACGGGACCUGGGUGGCGAUGCAGACCAGCAACGAGACCAAGUGGUGCCCCCCCGGCCAG
CUGGUCAACCUGCACGACUUCCGGAGCGACGAGAUCGAGCACCUCGUGGUGGAGGAGCUG
GUCARAGAAGCGCGAGGAGUGCCUGGACGCCCUCGAGUCCAUCAUGACGACCAAGAGCGUG
UCCUUCCGGCGCCUGAGCCACCUGCGGAAGCUCGUGCCCGGGUUCGGCAAGGCCUACACC
AUCUUCAACAAGACCCUGAUGGAGGCCGACGCCCACUACAAGUCCGUCCGCACGUGGAAC
GAGAUCAUCCCGAGCAAGGGGUGCCUGCGGGUGGGCGGCCGCUGCCACCCCCACGUCAAC
GGGGUGUUCUUCAACGGCAUCAUCCUCGGGCCCGACGGCAACGUGCUGAUCCCCGAGAUG
CAGUCCAGCCUGCUCCAGCAGCACAUGGAGCUGCUGGUCUCCAGCGUGAUCCCGCUCAUG
CACCCCCUGGCGGACCCCUCCACCGUGUUCARAGAACGGGGACGAGGCCGAGGACUUCGUC
GAGGUGCACCUGCCCGACGUGCACGAGCGGAUCAGCGGCGUCGACCUCGGCCUGCCGAAC
UGGGGGAAGUACGUGCUGCUCUCCGCCGGCGCCCUGACCGCCCUGAUGCUGAUCAUCUUC
CUCAUGACCUGCUGGCGCCGGGUGAACCGGAGCGAGCCCACGCAGCACARACCUGCGCGEE
ACCGGCCGGGAGGUCUCCGUGACCCCGCAGAGCGGGAAGAUCAUCUCCAGCUGGGAGUCC
UACAAGAGCGGCGGCGAGACCGGECUGUGAGGACUAGUUAUAAGACUGACUAGCCCGAUG
GGCCUCCCAACGGGCCCUCCUCCCCUCCUUGCACCGAGAUVAAUAAAAAAAARAAARARD
ARAARAAAAAAAAAAAAANARARDAANARARARMAARANAARRAARAAARUGCAUCCCCCCC
CCCCCCCCCCCCCCCCCCCCCCCCAARAGGCUCUUUUCAGAGCCACCAGAAUU

Fig. 10
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1117

R3513: EPO (wf)-A30

GGGAGARAGCUUACCAUGGGGGUGCCCGAACGUCCCACCCUGCUGCUUUUACUCUCCUUG
CUACUGAUUCCUCUGGGCCUCCCAGUCCUCUGUGCUCCCCCACGCCUCAUCUGCGACAGU
CGAGUUCUGGAGAGGUACAUCUUAGAGGCCAAGGAGGCAGAAAAUGUCACGAUGGGUUGY
GCAGRAGGUCCCAGACUGAGUGAAAAUAUUACAGUCCCAGAUACCARAGUCAACUUCUAD
GCUUGGAAAAGAAUGGAGGUGGAAGRACAGGCCAUAGAAGUUUGGCAAGGCCUGUCCCUG
CUCUCAGAAGCCAUCCUGCAGGCCCAGGCCCUGCUAGCCAAUUCCUCCCAGCCACCAGAG
ACCCUUCAGCUUCAUAUAGACAAAGCCAUCAGUGGUCUACGUAGCCUCACUUCACUGCUU
CGGGUACUGGGAGCUCAGAAGGARUUGAUGUCGCCUCCAGAUACCACCCCACCUGCUCCA
CUCCGAACACUCACAGUGGAUACUUUCUGCAAGCUCUUCCGGGUCUACGCCARCUUCCUC
CGGGGGAAACUGAAGCUGUACACGGGAGAGGUCUGCAGGAGAGGGGACAGGUGACCACTUA
GUAGAUCUAARAAAARAAARARAARAARADAAMARDDD

Fig. 11
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R3135: HSD17B4-EPO (GC)-albumin7-A64-C30-histoneSL

GGGUCCCGCAGUCGGCGUCCAGCGGCUCUGCUUGUUCGUGUGUGUGUCGUUGCAGGCCUU
AUUCAAGCUUACCAUGGGCGUGCCCGAGCGGCCGACCCUGCUCCUGCUGCUCAGCCUGCU
GCUCAUCCCCCUGGGGLCUGCCCEUCCUCUGCGCCECCCCGCGCCUGAUCUGCGACUCLCG
GGUGCUGGAGCGCUACAUCCUCGAGGCCAAGGAGGCGGAGARCGUGACCAUGGGCUGCGC
CGAGGGGCCCCGGCUGAGCGAGAACAUCACGGUCCCCGACACCAAGGUGAACTUUCUACGC
CUGGAAGCGCAUGGAGGUGGAGGAGCAGGCCAUCGAGGUCUGGCAGGGCCUGUCCCUCCU
GAGCGAGGCCAUCCUGCAGGCGCAGGCCCUCCUGGCCAACUCCAGCCAGCCCCCGGAGAC
ACUGCAGCUCCACAUCGACAAGGCCAUCUCCGGGCUGCGGAGCCUGACCUCCCUCCUGCG
CGUGCUGGGCGCGCAGAAGGAGCUCAUGAGCCCGCCCGACACGACCCCCCCGGLCCLGCU
GCGGACCCUGACCGUGGACACGUUCUGCAAGCUCUUCCGCGUCUACGCCAACUUCCUGCG
GGGCAAGCUGAAGCUCUACACCGGGGAGGUGUGCCGCCGGGGCGACCGCUGACCACUAGU
GCAUCACARUUUAAAAGCAUCUCAGCCUACCAUGAGAAUAAGAGAAAGAMAAUGAAGAUCA
AUAGCUUAUUCAUCUCUUUUUCUUUUUCGUUGGUGUAAAGCCAACACCCUGUCUAARARA
CAUAAAUUUCUUUAAUCAUUUUGCCUCUUUUCUCUGUGCUUCAAUUAAUAARAMAUGGAA
AGAACCUAGAUCUAAAARAAAAAAAADRARAARABRARANAAAARARARAARRAAARAADARAR
AARARDAAARAAAAABAARUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCARAGGCU
CUUUUCAGAGCCACCAGAAUU

Fig. 12
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RSV-F long (GC) R2510

GGGGCGCUGCCUACGCGACGUGGCAGCCAUCUCCUUCUCGGCAUCARGCUUACCAUGGAGC
UGCCCAUCCUCAAGGCCAACGCCAUCACCACCAUCCUGGCGGCCGUGACGUUCUGCUUCG
CCAGCUCCCAGAACAUCACCGAGGAGUUCUACCAGAGCACCUGCUCCGCCGUCAGCAAGG
GCUACCUGUCCGCCCUCCGRACCGGEUGGUACACGAGCGUGAUCACCAUCGAGCUGUCCA
ACAUCAAGGAGAACAAGUGCAACGGCACCGACGCGARAGGUGAAGCUGAUCAACCAGGAGC
UCGACAAGUACAAGARACGCCGUCACCGAGCUGCAGCUGCUCAUGCAGAGCACGACCGCCG
CCAACAACCGCGCGCGGLGCGAGCUGCCGCGGUUCAUGAACUACACCCUGAACAACACCA
AGAAGACGAACGUGACCCUCUCCAAGAAGCGCAAGCGGCGCUUCCUGGGGUUCCUGCUCG
GCGUGGGGAGCGCCAUCGCCUCCEGCAUCGCCGUCAGCAAGGUGCUGCACCUGGAGGGLG
AGGUGAACAAGAUCAAGUCCGCCCUCCUGAGCACCAACAAGGCGGUCGUGUCCCUGAGCA
ACGGGGUGUCCGUCCUCACCAGCAAGGUGCUGGACCUGAAGAACUACAUCGACAAGCAGC
UCCUGCCCAUCGUGAACAAGCAGUCCUGCCGGAUCAGCAACAUCGAGACGGUCAUCGAGU
UCCAGCAGAAGAACAACCGCCUGCUCGAGAUCACCCGGGAGUUCAGCGUGAARCGCCGGEG
UGACCACCCCCGUCUCCACGUACAUGCUGACCARCAGCGAGCUGCUCUCCCUGAUCAACG
ACAUGCCCAUCACCAACGACCAGAAGAAGCUGAUGAGCAACAACGUGCAGAUCGUGCGCC
AGCAGUCCUACAGCAUCAUGUCCAUCAUCAAGGAGGAGGUCCUCGCCUACGUGGUGCAGC
UGCCGBCUGUACGGGGUCAUCGACACCCCCUGCUGGAAGCUCCACACGAGCCCCCUGUGCA
CCACCAACACCAAGGAGGGCUCCAACAUCUGCCUGACGCGGACCGACCGCGGGUGGUACU
GCGACAACGCCGGCAGCGUGUCCUUCUUCCCCCAGGCCGAGACCUGCARGGUCCAGAGCA
ACCGGRUGUUCUGCGACACCAUGAACUCCCUCACGCUGCCGAGCGAGGUGAACCUGUGCA
ACGUCGACAUCUUCAACCCCAAGUACGACUGCAAGAUCAUGACCUCCAAGACCGACGUGA
GCUCCAGCGUGAUCACCUCCCUCGGCGCGAUCGUCAGCUGCUACGGGAAGACGAAGUGCA
CCGCCAGCAACAAGAACCGCGECAUCAUCAAGACCUUCUCCAACGGGUGCGACUACGUGA
GCAACAAGGGCGUGGACACCGUCUCCGUGGGCAACACCCUGUACUACGUGRAACAAGCAGG
AGGGGAAGAGCCUGUACGUCARGGGCGAGCCCAUCAUCAACUUCUACGACCCCCUCGUGU
UCCCGUCCGACGAGUUCGACGCCAGCAUCUCCCAGGUGAACGAGARAGAUCAACCAGAGCC
UGGCCUUCAUCCGGAAGUCCGACGAGCUGCUGCACCACGUCAACGCCGGGARAGAGCACGA
CCAACAUCAUGAUCACCACCAUCAUCAUCGUGAUCAUCGUGAUCCUCCUGUCCCUGAUCG
CGGUCGGCCUCCUGCUGUACUGCAAGGCCCGCAGCACGCCCGUGACCCUCUCCARGGACC
AGCUGAGCGGGAUCAACAACAUCGCCUUCUCCAACUGAGGACUAGUGCAUCACAUUUARAR
AGCAUCUCAGCCUACCAUGAGAAUAAGAGAAAGAAARUGAAGAUCAAUAGCUUAUUCATUC
UCUUUUUCUUUUUCGUUGGUGUAAAGCCAACACCCUGUCUAAAAANCAUAARAUUUCUUUA
AUCAUUUUGCCUCUUUUCUCUGUGCUUCAAUUAAUAAARANUGGAAAGAACCUAGAUCTUA

ADAUGCAUCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCCARAGGCUCUUUUCAGAGCCAC
CAGARUU

Fig. 14
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