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| chicken -actin promofer |

109 [ MV enhancer |
AN2ITR | Kozak sequence |

P > chimeric intron =—=H

kozak sequence

CCTGCAGGCAGCTGCGEGCTCECTCGCTCACTGARRCCGECCGG6CETCG66LEACCTTTGRTCELCCG6LCTC
ACGCGTGACATTGATTATTGACT AGTTAT TAAT AGTART CAATTACGGGGTCATTAGTTCATAGCCCATATATG -
CGTCARTAATGACGTAT GTTCCCATAGTAACGCCARTAGGGACTTTCCATTGACGTCARTGGGTGGACTATTTA ]
ACGGTARATGECCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGACTT TCCTACTTGGCAGTACATCTAC
CCCCTCCCCACCCCCARTTT TG AT TTAT T T AT T T T TTAAT TATTTT 6T GCAGCRATGRGGECEE6E6666665
CGECAGCCARTCAGAGCGECGCGCTCOGARGTTTC CTTTTATGGCGAGGCEGCEE0CEC06CEECCCTATAAR
CCTCH0GCCG0CCC0CCECTCTRACTGACCGCRTTACTCCCACAGTGAGCEEGCEE6ACEECCCTTCTCCT
AAGGGCTCCGEEAGGECCCTTTGTGC6EG66E6ACCEECTCEEEG66TGCCTGCCTETCTGTGTEUCTERE6AG
GTGCGCTCC6LaTT60GCAGGEAGCELE6CCE6666C66T6LCCCECa6T6L6666666CTGOGAEOGAA
GGGCTGTAACCCCCCCCTCACCCCOCTCOCCEAGTTECTGAGCACGGLCCGECTTCERETCCEEGECTCCETG
6666066660C6CCTCEEE0CEEG6ACE6CTCER06EAG06606C66066CCC0CERAGCELC66CEGCTRTCE:
CTTTETCCCAAATCTGT6CGGAGCCCARATCTGRGACC6CCELCGCACCCCCTCTAGCGGECGCCREG06RAG
CCCCTTCTCCCTCTCCAGCCTCaaGGCTATCCCa666aGACEECTCCTTCERa6EEGACCEG6CAGE6CEAG
TTTTCCTACAGCTCCT66GCRACGTGCTGRT TAT TG TGACCGGTGCCACCATGGCCTTGCTCATCCACCTCARG
ACTCTCGEGTCCTGRAGRACTCTGAGGATGT GECTGACTTTGATGAGACATTTCGGTGECCCETGGCCAGCAGT
CGGGACCTTCOGCATGGTCTGCAGAAGGTGCTAGACGAGACCCATGTGAGGTGACTGACACGLTGATTGATG -
TGG6CTCCTC6EACGATERGGACTTCCT GEEAGATCAGTCTCTT CAAGAGGARGAGARGGACAGCCARGAGACE -
CGGGAGGAGCRTTTCTCCGCCATGARGCTCGGCAAAACAGGTCTCACAAGGAGGAGCCCCARAGACCAGATG
CCGACTCARTGTCTCTAGCCTCAGT CACAGCTCTCACCACTART GTCTCCAACAAGCGATCTARGCCAGACATT
AGCTGGTGGGCTTGAACATGGACCCTGTGGTGTCCATCGAGGTRGGTGACGACARGRAGTACACATCCATGAAG
GTTTGACAAGATCATCAAGATTTCGGTGATTCACTCCAAGAACCTGCTGCGCAGTGGCACCCTGRTGGGCTCCT : -
TCTGACCCOGATGACATCTCCTC6066C TCARGGGC TACETCAAGTCTGACGTTCLCCTOTCEGCARAGGGGA -
0CCCGAGGGG6TGCCCCCCEAACGOCAGTGGECCCGRTTCTATCTGARRATTTACCEAGCAGAGRGGCTBCCCC
ACCCCTACGTGCARGTCTTCTTTGCTGECCAGARGGGCARGACTTCAGTGCAGRAGAGCAGCTATGAGCCCCTG -
AGACTCGGACAAGETCAACGACGTGGCCATCECACCCACTTCATTGACCTGCGCARGAT TTCTARTGACGEAG

GCTGCTGGATGAGCATCAGGACCTGAACGAGGGCCTCEGGGAGEETGTCTCCTTCCGEECCCGECTCCTECTRG -

GAGCAGGCCACGCCCATCTCGGAGAGCTGTGCAGGTARART GEARGAAT TCTTTCTCTTTGGAGCCTTCCTGRA

GGAACGAAGTTGATGGCCTGTCCCEGCCCCAGCGECCTCGECCCCERARGGAGCCOGGEEATGAGGAAGRAGTA Y, :

CACTCCACCRATGCGGCCCCAGGTCACCGACAGGAACTACTTCCATCTGCCCTACCTGGAGCGARAGCCCTCA )

TGCCGACAAGCTGGAAGRAGGCCTGAACGACATACAGGAGATGATCARAACGGAGAAGTCCTACCCTGAGCETC: &
ACCAGGGCCACTCATCCCGCACCAGGCTTGACCGGEAGCGCCTCAAGTCCTGCAT GAGGEAGCTGGAAAACAT G- - |
TGIGCCAGRACTTCCTGCAGAAGCTGCGCTTCCTGGCAGACGAGGTAAGTAT CARGGTTACRAGACAGGTTTAA = {
CGGCCTATTGGTTAARAAATGAGCTGATTTAACAARART TTAACGCGAATTT TAACARAATAAGCTTGAATTCA .
GCTCACTGAGGCCGGGCGACCARAGGTCGCCCGACGCCCOGGCTTTGCCCEGECGGCCTCAGTGAGCGAGCGAG /

OBA]  {30TOF!
FIG. 38
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IZH

/AT GAGCGAGCGAGCGC L AGRGAGGGAGT GECCARCT CCATCACTAGGGGTTCCTCGECCGE

/- GAGTTCCOCOTTACATAACTTACGRTARATGGCCCGCCTCACT GACCRCCCAACGACCCCCOCCATTRA
[ GG TAAACTCCCACTTGGCAGTACAT CAAGTGTATCATATGCCARGTACGCCCCCTATTGACGTCAATG
[ GTATTAGTCATCGCTATTACCATGEGTCRAGGTGAGCCCCACGTTCTCTTCACTCTCCCCATCTCCCE
- 66606C6C6CCAGGCaE66C06660E66CEACEE6CE666CCEG6CEACHCCEAGABETACRE
- AAGCGAAGCGCGCE6CE66CEGACTCCCTGCGTTGCCTTCRCCCCRTGCCCCaCTCCROGLCS!
7 CCGGGCTGTARTTAGCGCTTGGTTTATGACGGCTCGT TTCTTTTCTGTGGCTGCTGAAAGCCTTA
- C6CCE0GTRCGG0CCACECTGLOCEECEECTEIGAGOGCTGCEG6C6CEC6L6666CTTT
 CAAAGGCT6OGTGC6E66TTOTCATCH666EETGACCAGGGOTRTGHECELE6CE6TC:
L6666 ETEE06CE666CTCOCCCTECCCE60666666T6C66CAGRTER666TGCCGEL
- AGGCGCGACGAGCCGCAGCCATTGCCTTTTATGGTART COTGCGAGAGGGCGCAGRGACTTC
- CRTGCER06CChGCAGGAACGAARTGRGCGRAGACRRCCTTCETGCATCGLCGCECCGCCET]

L BTTCO6CTTCTG6COTCTGACCGECGGCTCTAGAGCCTCTGCTARCCATGT TCATGCCTTCTTCT |
- ACAGTCTCGGAGCTCCOG66CAGCHGCCACCCEATCOLCARAGTGACTTTCCGAGGGCAATCCTTCT |
ATCGACAGAAATCAGATGCTGGAGRTTCAGGTT TTCARCTACAGCARRGTCTTCAGCARCARGCTCAT)
ACAACHATGCTATCATCARGACCAGCCTGTGCTGEAGGTCCGETATCAGGCCACTGACCRCACAG]
- GATGGACTGCTCCCAGGCTCCCHR0CCAGCTCCOG6CCCOCAGGAGAGRAGAGCTTCCGGAGAGE ]
- AACCGGCGOTGCTGAGATGGAGACCTTGACCATCTGGCCAT TCGGCTAGGAGATGGACTGGATC]
- AAGATGGAGCCAAGTGCT66GCEGCCCATGGATTACCAGET CAGCATCACGGTGATCGAGRCCCRGE
- GAGTCCACTARCTGCCCCTATTACRACGAGTACTTCRT CTTCOACTTCCATGTCTCTCCOGATTCAT!
TCAARATCGACGTGGGAACCCTGTACTCOCAGCCAGAGCACCAGTTCCATCACRAGTGGGCCATCCTG
- CAACATCARGACGCCCCACARGGCCARTGAGACCGACGARGATGACATT GAGGGGAACT TGCTGLT
GTATGARCACRAGCCTCATGGCCARTGTRARGAAGGCT TTCATCGRTGARARCARGGACCTCATGE
 TGGAATGAGCAGGTCGTCTTTACAGACCTCTTCCCCCCACTCTGCARACGCATGAAGGT GCAGATCC]
ACAAAGGCTTCCTGCCCACACTGOGECCAGCCTGGETGAACATGTACGGCTCCACACGTARCTACACT
GCCTOGCTCTGRAGATCATAGACACCTCCARCCCTGAGCTCACCAGCTCCACAGAGGTGCAGRTE]
6GCCTCARTGATCGACCGGAGRAACGGAGACAAGCCCATCACCTTTGAGGT CACCATAGGCARCTATG)
GACCTGATTCAGAACGCAAGTGATGACGAGGCCCETGATGCCEGOGACCTGRCCTCAGTCTCCTC
TCTACATCAAGAGCTGGT6GCCGCACCAGCGCCGCCGCETCTACAATGCCARCATCATGGACCACAT)
GCCT6LE666CATCCTAOAGGAGCTGACCTGTRCTRCTGCCGCTTCCTCTCCCTCGCTGACARGE]
 G6GCAGCAGGCCAGGATGCTCLGGGCCCAGGTGAAGCCECACACGRTCCGGACARGCTGAGGC]
[GGAGACCARTAGRAACTGGECT TOT CGAGACAGAGAAGACTCTTGCTT TCTGGGATTTTGCCGATTT

| GCTGACGTH0CTCGGACCGCTAGGRACCCCTAGTGATGGAGTTGHOCACTCCLTCTCTGCCGCTCOCTC
/j;CGCGCAGCTGCCTGCAGG|

-
it
__,_-—-_—

FIG. 38
CONTINUED
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o | AKseq |
e

CCTGCAGGCAGCTGCGCGCTCGCTCECTCACTGAGGCCECCCEGECETCREECCACCTTTEETCECCCEECETC
T T TG oA T T COaCC AL T Co AR AT A CC AT T AR AT T TAACGCGAAT T AACA
T CGACA T T CAT CTCGAT AT GAGCARC AACAAGCG TG 6L CTAT CC LT GTGCCC TCCAAGGACCTGET - f
GCCAGGGARGCGG66CTTCaCTCORCAGGLTRoACATGCAGLCCAAGRTGGAGCTCTACCTGTGACTGERLE -]
CAGGGCCT666CCTRCATGCCTTCCCALCCRTCAGCCTGGT CTACACCARGAAGCAGGCOTTCCAGCTCCGARKG -
CTCTTCT TG AT AR T CAGAGT CAGTGCACAGAGG TG TG AATGAGACCCTGTGTCCLAC CTRRGACCAGATGCTGET.
AT CTATGAC CAGGAT TC AT GG GCARAGCTGACT TCATOR6CCGGACC TTCGCCARACCCCTGOTGARGATG
ACGCCACAGCTGOAGACCTOCTG6LGG0CT TCGAGCT 6L TGCAGATTCGALCAGCAGRGAAGGLTRACCTGCCC -
CGTGCTCAGCRAGTACCGAGTGEAGGT G TG TTCT6066CC TACGCGACCTARAGCGEGTGAACCTGRCCCAGET
AT GAAGAA T CCAACTTCAACACC TR T CAR T TT GAAGTGOACCTCC CAGAGARCGAGCTGCTGEACCL -
CGTCAGCTCCETGCGACGCTTCATCTACCG6CECCCARACCGCTCORCCCCCAGCTGRAACACCACTRTCAGRET -
AT ATGGAGCCAGAGETACCE ATCAR G RACTCGAGACCATG T GARGC TGGACGL GACTTCTGAAGC TG TTGT -
O AGAGGAGGAGGAGCCAGACGAGACCATGCTGGACTGOTGOTCCAAGTACT TTGCCT CCATTGACACCATGAAGGA.
660 CTGAAGCGOT CAAT GAAGGGCAR CGAGAACCCAAGGCC TGO CARAGAGGAGAAGAAGRAGRAAACTCAGA -
AT ACCCCARAGAGCTCGAGTCCGACT T T GAT ARCT TTGAGGACT GG L TGCACACTTTCARCTTGCTTCGGB6LR
TCT6CoTaTACARAGTGCCACTC L CAGAGGAC G TGTCCCORERAGCCGOETACGACT CCACCTACGECATGTTCCA -
TG0 ACCCTCCT AL ATCAACGOCARARC TGACCCCTACATC AL CATCCGCC TAGGCAAGACTGACATCCGCGACAAG
[ CCATGGAR TG CATGCT A 6aT G0 T 6T O T ATGACT GG GACCTCOT66RCACTOATGACCT CATTGGGGARACCA. -
T CCACACAT GG TACAR AT CTG60GG0ACCCCAT GARGCCCAGC CAGAT CCTGACCCGCC T TGCARAGACGGCA
T CTGAGAT T GAGGACGAGAACHGTCAGAGGARGCE CACAGACGAGCAT GTGACGCTOTTGCCCTGAGGLAC .
TCARCCCCGACAAGTCGGGCATCEAGCAGGELC6CCTGEACCTOTGEETCRACATGTTCCCCATGGACATGOCAGE
 GGAACACAGATGAGGTCETCTTOGAGGACGACGACT TC T CACAGGRGAGAACTCCAGT GACATC TTCGTGAGGGG ..
GAGGGCARCTTCAACTGGCGCTACCTATTCCC T TCGACTACCTG6C GRCGGAGGAGAAGRTCGTCATCTCCAAGAA
G6GATGCGGACCACTTCTCCGCTGACGACTTCCT6G666CCATCGACCTGRACCTGAACCGGTTCCEG0GEERCAC
TG T TCALGCAARAGCGCG T ARAGGCT G B6CCCCTCLTGRCCCGCARTOAGAACGATCABTTTGAGLTCACE .-
G6CCCGCARTGAA CTGACCCCCTAGAGAAACCCAACCG BT CCOACACGGCCTTCOTC TG TTCCTCARCCCTCTCA -
TT6GGGCTGCTCATGTTGOGECTCTTCCTCTACAGCCTCCCTGGCTACATGRTCARAARGCTCCTTGEGGCATGAACT. -
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ATAGCAGGCATGCTGEGEGATCCEGTCEGCTCTATGGCART TCAGACTCCCACTAGRAGAAACAGAACT TGAARARAGG
CACACAGATAGACTACT GAAAGAAGGAGAAAGGGGCACTTACT CAGT CTCCCTTATCAGATTGCCTTACGAGGAGTACT
CCTATATATCTGACCAGGGT CCTATTCCAAGACAACTCTTCTACTCTTCCAGCAGACTCTTATAGARAGRARGATTCTGG
CTTGGAGTGAACTGGT GATCARAGAGAGGTTGGCTCCCTCGGGACRAGTGCCACAAATTCAGTCAACTACRAGRAAGT |
CCTAGTGATGGAGTTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCCGEGCGACCARAGGTCGCCCCA |
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ARG AGGCACC AT TR CTTACT GACAT CCACT T TGCC T T CTCTC CACAGCCLCAGCACAGCR
CTTCTCCAT oI GAGGAGGAGAC TGCARGCAL TG0 L CARGGT CARGACGCTC TTCCTTARGCT
TCAGCAAACAGCGCARGGACTTCCTCT6CG6CCTGOCCTRTGGCTTCCAGGAGGTCAAGGCAGLC
CACATGTACCABGECCCGCARLCTCT TI6CCGCCGACAGCAGCGACT CTCAGACCECTTTGCLCRE
- GTTCGACAACCTGGAGCTCTATGOTGAR G TCATGAGC TOAGGGACGATC CCTCATCATTGTCAT
T BCAGACGAGGCOTACTGCCCACCCCGCTTCCCACCTCAGCTCGAGTACTACCAGRTCTACCETGAC,
- AT CARTG6CCCaTGAC G TCGACGAGGTCCCATCATGCCCGTGCCCATGRGCATCLAGEL
BGACCCGECACGE6T CGACATCGAGT G T GCAGGGAAGGEGTCCAGTCOTCECTGATCCACAATT
BCCCTTGAACATCCATOTGOTGRACTGCCOBACCTTCOGTCOCTACACACTGOT GRGCTCOCATRL,
TCTCC66CGCT6C oI CTCCTOTCARTGG066CTCCTCCTCTCACTCCACAGGRGAGGTTGTGAT.
- CAAGOTGGATOTGOL T GAGGAGGAGARGAGAACAAGAAGAA GRAGAAGGGCACTCLOGAGGAGC
- GCAACTTCGACAACAAGRGCCCTCTCOAATTGACT T6GACGAGAAGGAGGARGTGGACARTACCE
BCTCTGOCTC TG00 CAGRE0TCCOARGCC LU CAGAAGAAGAAATCCARGATTGATGAGC TTARG
AL CG6GGAT AT GAGGAT G TCCACCGAGGAGGAGCCATTTCCGACGCT TCARGGGCTCCE
- GGBCATCCCGAGCRATGACCECATCART GTGCTGOTCCGRGTCTATGTGTCCRGGCCACHALE
- GAGAACTACATCTCCAAGCAGCTCAAC CCTGTCTT T GGAAGTCCTT TGACATCGAGGCCTCCTTC
AT CGACCTGOAGAACCCLTTCTACAGC AR GCACCGLGLCACCTGLGGCATCECCCAGACCTAC
AT GGACGRCCCCCACTTTH060CC0CTGOGAGAGTGAAGCT GOLLAACCOLOTCTTCACTORG -
T 6GGAGGACATCCCCCGeGCAGGETAOCGCETGRTGLCAGAGCATT GGAGACGAGGCCACTAC -
- CECT66ACGCCTCTGGACATCTCACCTCGAAGCCCARGRAGTACGAGCTGCGEGTCATCATCT :
- GTGCTCAAGG6CCACCAGGABEACAAGCABGECACAGACBTCCACTACCACTCCCTCACTGGL -
G TCCHTGITCTCCTOGA LA GGG CIAGATCCOOGLEOGRCTCACCCTGCAGTT |
- ARAGACAGCCAAGCAGTGCACCATGAGATGGCCACCGEEAGETGRACETGCCCCTCATGIC -
B CAAGGTGGAGGCT6AGCTECATTTACTGACK G CAGAG AR GCAGAGRAGRACCCAGTEGGCCT
- AGTCCATCAAGTACCTCATCTGCACCCOGTACAAGTGCCTCATCATCAAGATCGTGLTGREACTG .-
GTGCTGATCAGC L C A ToTGCCTTCTAGTTGCCAGECATC T T TTGECCCTOC0CCETE
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ATAATTGTGGTGAACACCTCAACCCAGTGGTCCAAAAACT GAAAAACTTTGACCCCGAGCACCCT
AGACTCCCTCAAGCAARTAGATCTCACTTACCACTTGCARAGGTATACTACTTTCACTCTATTAGA
GGTCCAAGAAAGCAGTACTTTCTTACAAGGAGCCAAAAAAAATAACCTTTCTTTAGCACTTGTAAC
TGAGAACACTGTTCTCCCGARACCAAGCTTGAATTCAGCTGACGTGCCTCGGACCGCTAGGAACC
CGCCCGGGCTTTGCCCGEECGECCTCAGTGAGCGAGCGAGCGCGCAGCTGCCTGCAGE |
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GGGTTGGCCACTCCCTCTCTGCGCGCTCGCTCECT CACTGAGGCCGGGCGACCARAGETCGLCCGACGLELGEEE /
ACTAGGGGTTCCTAGATCTAGGAT CACGCGTGATAGGCACCTATTGGT CTTACTGACATCCACTTTGCCTTTCIC |
CCTATGCCCGCGTGCCTTCCARAGACCTGCTCTTCTCCATCOT GGAGGAGGAACTGGECAAGEACTGCGCCARAG |
CAGGCCAAGCTGGAGCTCTACCTGTGGCTOGGCCT CAGCAAGCAGCGAAAGGACTTCCTGTGTGGTCTGCCCTGT
AGTCTACACCARGAAGCAAGCCTTCCAGCT CCGAGCACACATGTAT CAGGCCCGAAGCCTCTTTGCTGCTGACAG
CTAAACGAGACACTGTGTCCCACCTGGGACCAGATGCTGGTATTTGACAACCTGGAGCT GTACGGTGAAGCTCAC
CCGACTTCATGGGCCGGACCTTCGCCAAGCCCCTGGT GAAGAT GGCAGATGAAGCATACTGCCCACCTCGLTTCC
GCCTTCGAGCTGCTGCAGATTGGGCCAT CAGGGAAGGCTGACCTGCCACCCATCAATGGCCCAGTOGACATGGAC
AGGTGCTGTTCTCGGGCCTGAGGGACCTAAAGAGGGTGAACCT GGCCCAGGTGGACCGACCACGGGTGGACATCE
AACACGCTGGT CAAGT GGTTTGAAGTGGACCT CCCGGAGAATGAGCTCCTGCACCCACCCTT GRACATCCGAGT G
GCGCTTCATCTACCGACCT CCAGACCGCTCAGCCCCCAACTGGAACACCACAGGGGAGGTTGTAGTAAGCAT GLA
TGGTCAAGGTGGATGT GGCTGAAGATGAGAAGGARAGGAAGAAGAAGAAARAGAAAGGCCCGTCAGAGGAGCCAG
ACARTGAAGGAGCAACTTCGACAACAT GAGACCT CTGGAACT GACTTGGAAGAGAAGGAAGAGAT GGAAAGCGCT
GAAGAAARACCAGAGCCCTGGCCCTGGCCAGGEAT CEGAGGCT CCT GAGARGARGARAGCCARGATCGATGAGCT
TCAACCTGTTGAGGLGCAAGACGGGAGATGAT GAGGAT GGCTCCACAGAGGAGGAGCGCATAGTAGGCCGATTCA
GATCCCACCTATGGAATGTTCCAGGGCATCCCAAGCAATGACCCCATCAATGTGCTGGT CCGAATCTATGTGGTC
TTAGGCAAGACCGACATCCGAGACAAGGAGAACTACATCTCCAAGCAGCTCARCCCTGTGTTTGOEAAGT CCTTT
GTGGGCACTGATGACCTCATCGGAGARACCAAGATTGACCTGGAAAACCGCTTCTACAGCAAGCATCGCGCCACC |
AGCCAGATCCTGACACGCCTCTGTAAAGAGGGCARAGT GGACGGCCCCCACTTTGGTCCCCATGGGAGAGTGAGE |
CACAGATGAGCACGTGGCACTGTCTGCTCTGAGACACT GGGAGGACAT CCCCCGGGTGRECTGCCGCCTTGTGLE |
CTGGAGCTGTGEGTGACATGTTCCCCATGGACAT GCCAGCCCCTGGGACACCTCTGGATATATCCCCCAGGAAA
TGATTTCTTCACGGGAGAGAAGTCCAGTGACATTTTTOTGAGGOLLTGGCT GAAGGGCCAGCAGGAGGACARACA
CCCCTTCGACTACCTAGCGGCCGAAGAGAAGATCGTTATGTCCAARAAGGAGT CTATGT TCTCCTGGGAT GAGAC
CGACTTCCTGGEGGCTATCGAGCTGGACCT GAACCGGTTCCCEAGGGGLGCTARGACAGCCARGCAGTGCACCAT
AAGGCTGGTGGCCCCTCCTGOCCCGLART GAGART GAT GAGTTTGAGCTCACAGGCARAGTGGAGGCGLAGCTAC
TCCCCTAGAAAAACCCAACCGGCCTGACACGGCATTCGTCTGGTTCCTGAACCCACTCARAT CTATCAAGTACCT
CTGGCCCTCTTCCTTTACAGCCTCCCAGGCTACAT GGT CAAGAAGCTCCTAGGGGCCTGAGGTACCGLGELECLG
TGAAAGATTGACTGGTATT CTTAACTATGT TGCTCCTTTTACGCTATGTGGATACGCTGCTTTAATGCCTTTGTA
TGAGGAGT TGTGGCCCETTGTCAGGCAACGTGGLGTGETGTGCACTGTGTTTGCTGACGCAACCCCCACTGGITG
GOCGGAACTCATCGCCGCCTGLCTTOCCCOLT LT GEACAGGLGCT COGLTGTTGOOCACTGACARTTCCGTGLT
GCGGGACGTCCTTCTGCTACGTCCCTTCGGCCCTCAAT CCAGCGGACCTTCCTTCCCGLEGLCTGCTGCCGGCTC
TCCCCGCCTGATCGATACCGTCGACTAGAGCTCGCTGATCAGCCTCGACTGTGCCTTCTAGTTGCCAGCCATCTG |
ATAAAATGAGGAAATTGCATCGCATTGTCTGAGTAGGT GTCATTCTATTCTGGGGGGTCEGGTGEE6CAGEACAG |
GATGGAGTTGGCCACTCCCTCTCTGCGCGCTCACT CECTCACT GAGGCCGCCCGEECARAGCCCLEEERTCGEGE [

ITR] | Splioe Acceptor |~ [30TOF| | WPRE BGHpA
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/L=;TTGCCCGGGCGGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGAGTGGCCAACTCCATC

N

[CCACAGCCCCAGCACAGCATTCCGGATGT GTTCATTT GGATGATGAGCAACAACARACGTATCG
| TCAAGACCCTCTTCCTGRAGCTGCCAGGGAAGAGGGGCTTCEECTCCGCAGGCT GGACAGTA
| GGCTTCGAGGAGGT CAAGGCAGCCCAAGGCCTGGGCCTGCATTCCTTTCCGCCCATCAGCCT
CAGTGGGCTCTCTGATCCCTTTGCCCGTGTCTTCTTCATCARCCAGAGCCAATGCACTGAGGTT
GAGTTACGAGATGATCCCCCCATCATTGTCATTGARAT CTACGACCAGGACAGCATGGGCAAAG
CGCCGCAGCTTGAGTACTACCAGATCTACCGAGGCAGT GCCACTGCCGGAGACCTACTGECT
AGAGGGCCCATCATGCCTGTGCCCGTGLEARTCCGGCCAGTGCTCAGCAAGTACCGAGT L
AGTGTGCAGGARAGGGGETACAATCCTCCCTGATTCACAATTATAAGAAGAACCCCAACTTC]
GTAGATTGCCGGGCCTTTGGACGATACACCCTGETGGGTTCCCACGCAGTCAGCTCACTGA
GCCTGAGGAGCCAGTTAAGAAGCTGGAGACCATGGTGARACTGGATGCGACTTCTGATGCTG
AGGAGGAAGAGCCCGATGAGAGCATGCTGGATTGLTGGTCCAAGTACTTCGCCTCCATCGAC
GAGGGCCTGARGGGACCARTGAAGAGCAAGGAGAAGT CCAGAGCTGCAAAGGAGGAGAAAAA
TAAGGT GTACCCCAAGGAGCTGGAATCGGAGTTTGACAGCTTT GAGGACTGGCTGCACACCT
AGGGCTCCCTCTGTGT GTACAAAGT GCCACTCCCAGAAGATGTATCTCGAGAAGCT GGCTAT
COGGCCACAGACCTGCACCCGGCCGACATCAATGGCAARGCTGACCCCTATATT GCCATCAAG
_GACATTGAGGCCTCCTTCCCCATGGAGTCCATGTTGACAGTGGCCGTGTACGACTGGEATCTG
T6CGGCATCGCACAGACCTATT CCATACATGGCTACAATATCT GGAGGGACCCCATGAAGCCC
\__GTTGCCAACCGTGTCTTCACGGGGCCTTCAGAAATAGAGGAT GAGAAT GG CAGAGGAAGCC
GGAACACGTGGAGACCAGGCCGCTGCTCAACCCTGACAAGCCAGGCATTGAGCAGGGCCEL |
CCCAAGAAGTACGAGCTGCGGETCATCOTGTGGAACACAGACGAGGTGGTCCTGGAAGACGA
GGACACAGATGTCCACTATCACTCCCTCACGGGGGAGGGCAACTTCAACTGGAGATACCTCTT
GGAGTACAAGATCCCTGCGCGGCTCACCCTGCAGATCTGGGACGCTGACCACTTCTCOGCTGA
GGAGATGGCCACCGGEGAGGTGGACGTACCCCTGRTTTCCATCTTTAAACAGAAACGTGTCA]
ACCTACTCACGGCAGAGGAGGCAGAGRAGRACCCTGTGOGCCTGOCTCGCAATGAACCT GA
CATCTGCACCCGGTACAAGTGGCTGAT CATCAAGATCETGCTGGCGCT GCTGEEECTGCTCATG
GGATCCACTAGTTCTAGAGCGGCCGCAAGCTTATCARTAATCAACCTCTGGATTACAARATTT
TCATGCTATTGCTTCCCGTATGGCTTTCATTTTCTCCTCCTTGTATAAATCCTGGTTGCTGTCTCTTTA,
GGGCATTGCCACCACCTGTCAGCTCCTTTCCGREACTTTCGCTTTCCCCCTCCCTATTGCCAC]
GITGTCGGGGAAGCTGACGTCCTTTCCATGGCTGCTCGCCTGTGITGCCACCTGGATTCTEL |
TGCGGCCTCTTCCGCGTCTTCGCCTTCGCCCT CAGACGAGTCGGATCTCCCTTTGGGCCGLC ]
[TGTTTGCCCCTCCCCCRTGCCTTCCTTGACCCTGRAAGGTGCCACTCCCACTGTCCTTTCCTA]

| CRAGGGGGAGGATT GGGAAGACAATAGCAGHCATGCTGGGGAGAGATCTAGGAACCCCTAGT
GACCTTTGGTCGCCCGGCCTCAGT GAGCGAGCGAGCGCGCAGAGAGGGAGTGGCCAR

FIG. 54
CONTINUED

-

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

39/52

96 "Old

JOjQWE

da LS.y
FHAMH0LOWE YS-HY

GG "oOld

— e
ved) (d499) ﬂ

(bes yezoy)  (ejowoid g7y uewny ) {1eoueyus AWO)

dq 695y
WY-0S'40.L0W S VZd d499 VaH

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

40/52

65 "Old

_ KW H 1 ] eee

| _
| 1960E8XY V6e-698¢ Uonul)  (40L08) VaH (LL1-6.9¢ IA) ¥LI ZAWY

eoe o H -

Jaoueyud AW ELSLIY NN ggcpyp
TR W-0S4010U.S VaH
8¢ 'Ol
L | —-A 1| | see
—T
(a1dy]  [(uosui) 40108 LI ZAVY
ST, (Jotouwioid gH)  [399UBYUS AWDJ ey
dv-0S40L0US VEH
.G "9l
L I * | L ; H ] eee
(uoqu-Qg ] 40108 YEZOMJ" | (180uByU® AWD) NAd] (L 2AVY
Jejowod AWD A4 da;06p
WY-0S40LOUSAND (801)

A1l CAVY

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

41152

cse lIII_

¢9 "Old

' H | eve

| _ [
_
S dorors0109 () mmmG Ad) | (9L zAvY
(Jej0wi0id AWD] AL daosiy
(S°dopod40LOUSAND
19 "Ol4
K q H — ] eos

|"19B0EBX)! vvBE-698€ Uonu) | (aouanbas yezoy) | (1eoueyus AWD)

|
(££16-2297 IIAJ ) (YL TAYY

(dopoa™4010.5) (664285AY 8902-889}) (7215619 1IAd) dage9y

09 "9Old

(s'dopeo40L0US VaH

K K H

| _

|"196068X01 PPBE-£98E UoAU) | (souenbas yezoy) | (ieaueyue AWD)

_
(££16-L49% A4 ) (YLl ZAWY

(dopoo™4010.5) (662285 8902-8891) (1217-629€ IHIA4)

dagy.y
My-0S°dopoo4010U.S VYaH

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

42/52

o6 -.II

G9"oOld

|
T
I

'19B0S8XY P¥6E-98€ Uoiul)

|
(souanbas yezoy)  (UOAU! dewL)

N

| eoe

d1l CAVY

dopod 4010

Tﬁoeea uoe-g cmv_of& Tmocmccm >_>_8

dayegy
_ (S'dopoa4010USYED
9 "9l
| _ K] ] oo
L' 19B0EGXN 7P6E-£98€ Uoul) (pouanbes yezoy) (UoAU! dUBuIL) LI ZAVY
[dopoo™4010.9) [1aj0woid ujoe-g usxoyo)  {489UBYUS AND)
dai} Ly
My-0S°dopood0L0uS YaD
€9 "0l
- 1 S E—
HeZOY @8:2% >~>Q (NI ) A1l CAVY
[dopoo™4010.8) (saj0woid AWND) A
da,9sy

W-0S'dopod40 L QUG AND

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

43/52

89 "Old

| _A _ H .-
(feubis (w)Ajod Hog)  (dopoo™4010.8) a)s vS) || 4L AvY
bas Yy
dapogy
dopoo4010.£VS-dY
19 9l4
_ | - — 1 1---
(1eubis (w)Ajod Hog) 1010€ ¥ E (AL zAvY)
] dags6y
99 "9l 4010.£'YS-dV
N 7 | 7 _A |
(61anisiiiAd) (jeubis (y)Aiod Hog) 40108

dasesy
4010.£'VS

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

44152

VAL

0¥ 2a80H0L0

1010—

®OOOOOOOO

04Ol

6} = 40108

(%= 40108
onjeBRN 6
9266 10K - NYHOLO MO 9
M7) O0-OYHOLOAND 4
WOI6 ) 10N -DIVHOLOARD 9
Y829 10 - OWHOLOD ¢
YE0E [0 - HOLO YD ¥
Y001 (W - Y)40L0'vED ¢

YOS HION- 401080 7
Y06 10W - voL0've) 1

_

€0
%t
87
e
¥

69 'Ol

89 0LV 190 WO 00 90 100
oy 6v oy 86T by £ %Y

8L 2LS 65 wE £l 78t €8¢
69t €Ly 78y SCf oy (8T 6%
887 b7 897 WE 8y ¢ IS

Y A, By B,

dopoo

Fy S, S, .
LA NN

667 A30IS
189 ofiesme

%

\\\\v

%

SUBSTITUTE SHEET (RULE 26)



WO 2021/168362 PCT/US2021/018919

45/52

Whole Corti , Apical turn . Midbasal/ basal turn

~ 100 P=0004 ;
= P=Qpoz ™ | o | ooN-term Otoferlin
L 80 *P=0.02 o | aaC-term Otoferlin
E 1 | o o i
S 60 o "P=0.05 | o° ' o
= | ®
g 22 | < Iy
3 407 s, P A | A
@ @& A @1%' 5 é o,
& 20—8A§-@- M&AA:‘ %OA
- i AS
2 o all o
- % [ O [ «% [ O [ &% [ O I
F & FL& FE
N N NG
O MO O FIG.72
P=0.2x10° [ & N-term Otoferlin
= 160 - e 2 m C-term Otoferlin
) T o
€ 1407 § Q- P<0;‘1§10'5
D 120 ns o
= 100 mm (12 s
S 80~ 82 |
S S < peoaxios
N 40- g 4 " P<0.1x10°
(_U *k¥
o hund hund =
z 04 AAV \ 3 N N > |m
§ e, S
x?Y&g(Q 9 A',{O SA,CO 8 \2\:\0
N N
¥oow §©
WT  WT Otof-
B6 CD1B6F1 CD1B6F1

FIG.73

SUBSTITUTE SHEET (RULE 26)



WO 2021/168362

46/52

PCT/US2021/018919

P<0.1x107°
L
701pP=0.002

O KEkx
L
B
(]
[72]
Q.
©
o)
>
[75]
[P
O
u 3
AAV '+AAv‘ _AAV c
=
Q;(bQ « ) P22 >

??‘?y'\eﬁ@b |
Q Q (\\(\\
o
FIG.74

ABR wave amplitude (V)

Summed ABR wave
14— 1-V amplitudes

/G.,Ja:ﬂigﬂig

0-0—0-0-0--0

\ T T 1
20 40 60 80 100

Click intensity (dB SPL)

WT

—— +AAV.eGFP
--0- +DualAAV-Ts

Otof'-

-0 +DualAAV-TS
-o-- +DualAAV-Hyb
-0+ -AAV

FIG. 76

SUBSTITUTE SHEET (RULE 26)




WO 2021/168362 PCT/US2021/018919

47/52

Otof-+ DualAAV-TS

- 51 (250dB SPL o070dB SPL 090 dB SPL

o 4 0 90 dB SPL

>S * (r=0.84, P=0.02)

; \:/- 3 O «

o 70 dB SPL

@ S | o (r=0.78, P=0.04)
g mad A

A 4 ns 50 dB SPL

E 14 (r = 0.54, P=0.24)

=

@d  0-

T T T T T |
0 20 40 60 80 100

IHC transduction rate (%)

FIG. 77

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

48/52

i

\W\mv\\\ \\\\\\\\\\\\\\\\\\:\\\\\\\\\\\\\\\%\\\ \\.m.m\.\\..\\‘.\._\ .\W&\.\ i .\.\.“Q %

.

g 4
H LA

y e e e
§\ \\\\\\\\\\\\W\\\\\\\\\\\\m@wﬁw\\\\%\N GHUE DD Qmu\}ﬁ \
4& (¢ i/ m \

, i N

Y “il

\\.

FIG. 78

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

49/52

5

N/

n L M

W
QLA DU |/ N

FIG. 79

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/018919

WO 2021/168362

50/52

80

FIG.

SUBSTITUTE SHEET (RULE 26)



WO 2021/168362 PCT/US2021/018919

51/52
10

N

18\ l

16

T
T R R R

36

FIG. 81

20

26

\ 38

s

FIG. 82

SUBSTITUTE SHEET (RULE 26)



WO 2021/168362 PCT/US2021/018919

52/52
10\\
—|— - " 13 > 1A
% 18 i Bl
I e A A |
J/ SECTION BB
i,
% B
FIG. 83

FIG. 84

SUBSTITUTE SHEET (RULE 26)



