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MAAP-GFP expression levels in the context of AAVZ genome
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Y axis: Fluorescence intensity
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AAV vg titers 24 h post transfection
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AAV vg titers 72 h post transfection
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AAV titers 24 h post transfection
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AAV titers 72 h post transfection
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Percentage of Kanamycin resistance gene vs AAV genome
packaging 24 h post transfection
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Percentage of Kanamycin resistance gene vs AAV
genome packaging 24 h post transfection
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Percentage of Kanamycin resistance gene vs AAV
genome packaging 72 h post transfection
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FIG. 20 (2-23)
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FIG. 20 (3-23)
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FIG. 20 (4-23)
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FIG. 20 (5-23)
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FIG. 20 (6-23)
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FIG. 20 (7-23)
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FIG. 20 (8-23)
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FIG. 20 (9-23)
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tatgaataaa
ttactcatat
gaagatcctt
agcgtcagac
aatctgctgce
agagctacca
tgttcttcta
ataccteget

taccgggttg

tttcggggaa
tatcecgetcea
atgagccata
gctgatttat
tatcgattgt
gttgccaatg
cttccgacca
atccctggga
gttgatgege
tttaacageg
gttgatgega
gaaatgcata
cttgataacc
ggaatcgcag
cctteattac
ttgcagttte
atactttaga
tttgataatc
ccegtagaaa
ttgcaaacaa
actctttttc
gtytagecgt
ctgctaatcc

gactcaagac

tataggttaa
atgtgcgcgg
tgagacaata
ttcaacggga
atgggtataa
atgggaagcc
atgttacaga
tcaageattt
aaacagcatt
tggcagtgtt
atcgecgtatt
gtgattttga
aacttttgec
Ttatttttga
accgatacca
agaaacggct
atttgatgct
ttgatttaaa
tcatgaccaa
agatcaaagg
aaaaaccacc
cgaaggtaac
agttaggceca
tgttaccagt

gatagttacc

tgtcatgata
aacccctatt
accctgataa
aacgtcttge
atgggctege
cgatgcgeca
tgagatggtc
tatccgtact
ccaggtatta
cctgegecgy
tcgtereget
tgacgagegt
attctcaccg
cgaggggaaa
ggatcttgec
ttttcaaaaa
cgatgagttt
acttcatttrt
aatcccttaa
atcttcttga
gctaccageg
tggcttcage
ccacttcaag
ggctgctgec
ggataaggcg

SUBSTITUTE SHEET (RULE 26)

ataatggttt
tgtttatttt
atgcttcaat
tctaggecge
gataatgtcg
gagttgttte
agactaaact
cctgatgatg
gaagaatatc
ttgcattcga
caggcgcaat
aatggctgge
gattcagtcg
ttaataggtt
atcctatgga
tatggtattg
ttctaactgt
taatttaaaa
cgtgagtttt
gatccttttt
gtggtttgtt
agagcgcaga
aactctgtag
agtggcgata
cagcggtegg

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
1380
1440
1500



WO 2021/260204

gctgaacggg
gatacctaca

ggtatccggt
acgcetggta
tgtgatgctc
ggttecctgge
ctgtggataa
ccgagegeag
tccccgegey
cgggcagtga
ccctetetyge
ggctttgece
atcactaggg
ggtcctgtat
ctgggtattt
gcgeagecge
agcatctgec
tgccgecaga
agaagctgea
ttttetttgt
ccaccggggt
ttcagagaat
ccagaaatgg
tgctceccaa
gegectgttt
cgcagacgca
gatcaaaaac
ccteggagaa
ccaactcgeg
ctaaaaccgc

ggatttataa

gggrtegtge
gcgtgagceta
aagcggeagyg
tctttatagt
gtcagggggg
cttttgctgg
ccgtattacc
cgagtcagtyg
ttggccgatt
gcgcaacgca
gcgetegetc
gggcggecte
gttcctggag
tagaggtcac
aagcccgagt
catgceegygy
cggcatttct
ttctgacatg
gcgegacttt
gcaatttgag
gaaatccatg
ttacegegygy
cgccggaggc
aacccagcct
gaatctcacyg
ggagcagaac
ttcagccagg
gecagtyggatce
gtcccaaatc
ccccgactac

aattttggaa
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FIG. 20 (10-23)

acacagccca
tgagaaagcg
gtcggaacag
cctgtegggt
cggagcctat
ccttttgete
gcctttgagt
agcgaggaag
cattaatgca
atttaattaa
gctcactgag
agtgagcgag
gggtggagtc
gtgagtgttt
gagcacgcag
ttttacgaga
gacagctttyg
gatctgaatc
ctgacggaat
aagggagaga
grtttgggac
atcgagecga
gggaacaagg
gagctccagt
gagcgtaaac
aaagagaatc
tacatggagc
caggaggacc
aaggctgcect

ctggtgggec
ctaaacgggt

gcttggageg
ccacgettec
gagagcgcac
ttcgecacct
ggaaaaacgc
acatgttett
gagctgatac
cggaagagcg
gctggeacga
tcagatccect
gcegggegac
cgagcgegea
gtgacgtgaa
tgcgacattt
ggtctccatt
ttgtgattaa
tgaactgggt
tgattgageca
ggegeegtgt
gctactteca
gtrtcctgag
ctttgccaaa
tggtggatga
gggcgtggac
ggttggtgge
agaatcccaa
tggtcgggtg
aggcctcata
tggacaatgc
agcagccegt

acgatccccea

aacgacctac
cgaagggaga
gagggagctt
ctgacttgag
cagcaacgcg
tectgegtta
cgctegecge
cccaatacgce
caggtttccc
caatagcggc
caaaggtcgce
gagagggagt
ttacgtcata
tgcgacacca
ttgaagcggg
ggtccecage
ggccgagaag
ggcacccctg
gagtaaggcc
catgcacgtg
tcagattege
ctggttegeg
gtgctacatc
taatatggaa
geageatetyg
ttctgatgceg
gctcgtggac
catctecttce
gggaaagatt
ggaggacatt
atatgecgget

SUBSTITUTE SHEET (RULE 26)

PCT/EP2021/067569

accgaactga
aaggcggaca
ccagggggaa
cgtcgatttt
gccrttttac
tccectgatt
agccgaacga
aaaccgectc
gactggaaag
cttggccact
ccgacgeccg
ggccaactcec
gggttaggga
tgtggtcacy
aggtttgaac
gaccttgacyg
gaatgggagr
accgtggeey
cecggaggecc
ctcgtggaaa
gaaaaactga
gtcacaaaga
cccaattact
cagtatttaa
acgcacgtgt
ccggtgatca
aaggggatta
aatgcggect
atgagcctga
tccagcaatc

tcegtetttc

1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
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tgggatgggc

ctaccgggaa
taaactggac
gggaggaggyg
gcaaggtgeg
tcgrcacctc
accagcagcec
actttgggaa
tggtigaggt
ccagtgacgc
cgtcagacgc
acgtgggeat
caaatatctg
ctcaacccgt
tgggaaaggt
gcatctttga
tggctegagg
ccaccaccaa
tacaagtacc
gececgeggecc
tacctcaagt
trtgggggea
ggcetggttg
cctgtggage
agattgaatt
cagccaccag
ccaatggcag
tgegatteca
cccacctaca
aatcactact
cacttttcac

agactcaact

cacgaaaaag
gaccaacatc
caatgagaac
gaagatgacc
cgtggaccag
caacaccaac
gttgcaagac
ggtcaccaag
ggagcatgaa
agatataagt
ggaagcttcg
gaatctgatg
cttcactcac
ttctgtegte
gccagacget
acaataaatg
acactctctce
agecccgeaga
tcggaccctt
tcgagcacga
acaaccacgce
acctcggacg
aggaacctgt
cagactcctc
ttyggtcagac
cageecectc
acaataacga
catggatggg
acaaccacct
ttggctacag
cacgtgactg

tcaagctcett
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FIG. 20 (11-23)

ttcggcaaga
gcggaggceca
Tttcccttca
gccaaggtcg
aaatgcaagt
atgtgecgecg
cggatgttca
caggaagtca
ttctacgtca
gagcccaaac
atcaactacg
ctgtttccct
ggacagaaag
aaaaaggcgt
tgcactgect
atttaaatca
tgaaggaata
gcggcataag
caacggactc
caaagcctac
cgacgeggag
agcagtctte
taagacggcet
ctegggaacc
tggagacgea
tggtctggga
gggcgecgac
cgacagagtc
ctacaaacaa
cacceccttgg
gcaaagactc

taacattcaa

ggaacaccat
tagcccacac
acgactgtgt
tggagtcgge
ccteggecca
tgattgacgyg
aatttgaact

aagacttttt

aaaagggtgg
gggtgcgega
cagacaggta
gcagacaatg
actgtttaga
atcagaaact
gcgatctggt
ggtatggctg
agacagtggt
gacgacagca
gacaagggag
gaccggcage
tttcaggage
caggcgaaaa
ccgggaaaaa
ggaaaggcgg
gactcagtac
actaatacga
ggagtgggta
atcaccacca
atttccagee
gggtattttg
atcaacaaca

gtcaaagagg

ctggetgttt
tgtgceette
cgacaagatg
caaagccatt
gatagacccg
gaactcaacg
cacccgeegt
ccggtgggea
agccaagaaa
gtcagttgeg
ccaaaacaaa
cgagagaatg
gtgctttccc
gtgctacatt
caatgtggat
ccgatggtta
ggaagctcaa
ggggtcttyt
agccggtcaa
tcgacagegg
gccttaaaga
agagggttet
agaggccggt
gccagcagec
ctgaccccca
tggctacagg
atteccteggg
gcacccgaac
aatcaggagc
acttcaacag
actggggatt

tcacgcagaa

SUBSTITUTE SHEET (RULE 26)

PCT/EP2021/067569

gggectgeaa
tacgggtgeg
gtgatctggt
ctcggaggaa
actcccgtga
accttcgaac
ctggatcatg
aaggatcacg
agacccgece
cagccatecga
tgttctcgte
aatcagaatt
gtgtcagaat
catcatatca
ttggatgact
tcttecagat
acctggeecca
gcttectyggy
cgaggcagac
agacaacccg
agatacgtct
tgaacctctg
agagcactct
tgcaagaaaa
gcetetegga
cagtggcgea
aaattggcat
crgggecety
ctcgaacgac
attccactge
ccgacccaag

tgacggtacy

3420
3480
3540
3600
3660
3720
3780
3840
3900
3960
4020
4080
4140
4200
4260
4320
4380
4440
4500
4560
4620
4680
4740
4800
4860
4920
4980
5040
5100
5160
5220
5280
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acgacgattg
ctcececgtacg
ttcatggtge
tcttcatttt
accttcagct
ctggaccgtc
actccaagtg
attcgggacc
aagacatctg
ctcaatggca
gaagaaaagt
acaaatgtgg
ccecgtggeta
gcagctaccg
gatgtgtacc
cceteteece
aacacccegg
atcacacagt
aacagcaaac
gtggacttta
tacctgactc
gaactttggt
catggcgggt
ctgegegetc
gcccggygcygy
cacctaggag
gacgcgeect
tccgggaget
<210>
<211>

<212>
<213>

13
360
DNA

ccaataacct
tccteggetc
cacagtatgg
actgcctgga
acacttttga
tcatgaatcc
gaaccaccac
agtctaggaa
cggataacaa
gagactctct
Tttttcctca
acattgaaaa
cggagcagta
cagatgtcaa
ttcaggggec
tcatgggtgg
tacctgcgaa
actccacggg
gctggaatcc
ctgtggacac
gtaatctgta
ctctgegtat
taatcattaa
gctegetcac
cctcagtgag
gcgegecacg
gacgggcttg
gcatgtgtca

AAVZ2 MAAP gene
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FIG. 20 (12-23)

taccagcacg
ggcgcatcaa
atacctcacc
gtactttcct
ggacgttcct
tctcatcgac
gcagtcaagy
ctggcttect
caacagtgaa
ggtgaatccg
gagcggggtt
ggtcatgatt
tggttctgta
cacacaaggc
catctgggea
attcggactt
tecettegace
acaggtcage
cgaaattcag
taatggcgtg
attgcttgtt
ttctttctta
ctacaaggaa
tgaggcegay
cgagcgagceyg
gccgtagtta
tctgetcecyg

gaggttttca

gttcaggtgt
ggatgcctcc
ctgaacaacg
tctcagatygce
ttccacagea
cagtacctgt
cttcagtttt
ggaccctgtt
tactcgtgga
ggcccggeca
ctcatctttyg
acagacgaag
tctaccaacc
gttcttccag
aagattccac
aaacaccctc
accttcagty
gtggagatcyg
tacacttcca
tattcagagc
aatcaataaa
tctagtttcc
ccectagtga
cgaccaaagy
cgcagagagg
agccageccce
gcatccgett

cegtcatcac

ttactgactc
cgeecgttecce
ggagtcagge
tgcgtaccygg
gctacgctca
attacttgag
ctcaggecgg
accgccagcea
ctggagctac
tggcaagcca
ggaagcaagyg
aggaaatcag
tccagagagg
gcatggtctg
acacggacgg
ctccacagat
cggcaaagtt
agtgggaget
actacaacaa
ctcgeeccat
ccgtttaatt
atggctacgt
tggagttgge
tcgeccgacyg
gagtggccaa
gacacccgec
acagacaagc

cgaaacgcgce

SUBSTITUTE SHEET (RULE 26)

PCT/EP2021/067569

ggagtaccag 5340
agcagacgtc 5400
agtaggacgc 5460
aaacaacttt 5520
cagccagagt 5580
cagaacaaac 5640
agcgagtgac 5700
gcgagtatca 5760
caagtaccac 5820
caaggacgat 5880
ctcagagaaa 5940
gacaaccaat 6000
caacagacaa 6060
gcaggacaga 6120
acattttcac 6180
tctcatcaag 6240
tgcttecttce 6300
gcagaaggaa 6360
gtctgttaat 6420
tggcaccaga 6480
cgtttcagtt 6540
agataagtag 6600
cactcectct 6660
cccggygettt 6720
gccactcgag 6780
aacacccgct 6840
tgtgaccgtc 6900
ga 6952
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<400> 13
ctggcccace

ttcctgggta
aggcagacgce
acaaccegta
atacgtcttt
aacctctggg
<210>
<211>
<212>
<213>

<400> 14
gacgaaaggg

cttagacgtc

14
DNA

tctaaataca
aatattgaaa
gattaaattc
ggcaatcagg
tgaaacatgg
ggctgacgga
catggttact
ctgattcagg
ttcctgtttg
cacgaatgaa
ctgttgaaca
tcactcatgg
gtattgatgt
actgcctcgg
ataatcctga
cagaccaagt
ggatctaggt
cgttccactg
ttctgegegt

tgccggatca

6952

accaccaaag
caagtaccte
cgeggeecte
cctcaagtac

tgggggcaac
cctggttgag

cctcgtgata
aggtggcact
Ttcaaatatg
aaggaagagt
caacatggat
tgcgacaatc
caaaggtagc
attratgect
caccactgeg
tgaaaatatt
taattgtect
taacggtttg
agtctggaaa
tgatttctca
tggacgagtc
tgagttttct
tatgaataaa
Ttactcatat
gaagatcctt
agcgtcagac
aatctgctge

agagctacca
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FIG. 20 (13-23)

cecegeagage
ggaccctteca
gagcacgaca
aaccacgeeg
cteggacgag

gaacctgtta

cgcctatttt
Tttcggggaa
tatccgcectca
atgagccata
gctgatttat
tatcgattgt
gttgccaatg
cttcecgacca
atccctggga
gttgatgcgce
tttaacagcg
gttgatgcga
gaaatgcata
cttgataacc
ggaatcgcag
ccttecattac
ttgcagtttc
atactttaga
tttgataatc
cccgtagaaa
ttgcaaacaa

actctttttc

ggcataagga
acggactcga
aagcctacga
acgcggagrt
cagtcttcca

agacggetcec

p0189-AAV2WT-DS S40-546-S54 -> stops

tataggttaa
atgtgcgegg
tgagacaata
ttcaacggga
atgggtataa
atgggaagcec
atgttacaga
tcaagcattt
aaacagcatt
tggcagtgtt
atcgcgtatt
gtgattttga
aacttrtgece
Ttatttttga
accgatacca
agaaacggct
atttgatgct
ttgatttaaa
tcatgaccaa
agatcaaagqg
aaaaaccacc

cgaaggtaac

cgacagcagg
caagggagag
ccggeagetc
tcaggagcgce
ggcgaaaaay

gggaaaaaag

tgtcatgata
aacccctatt
accctgataa
aacgtcttgce
atgggctcge
cgatgcgeea
tgagatggtc
tatccgtact
ccaggtatta
cctgegeegy
tcgteteget
tgacgagecgt
attctcaccy
cgaggggaaa
ggatcttgee
ttttcaaaaa
cgatgagttt
acttcatttt
aatcccttaa
atcttcttga
gctaccageg

tggcttcage

SUBSTITUTE SHEET (RULE 26)

PCT/EP2021/067569

ggtcttgtge
ccggtcaacg
gacagcggag
cttaaagaag

agggttettg

aggccggtag

ataatggttt
Tgtrtatttt
atgcttcaat
tctaggeege
gataatgtcg
gagttgtttc
agactaaact
cctgatgatg
gaagaatatc
ttgcattcga
caggcgcaat
aatggctggce
gattcagtcg
ttaataggtt
atcctatgga
tatggtattg
ttctaactgt
taatttaaaa
cgtgagtttt
gatccttitt
gtggtttgtt

agagcgcaga

60
120
180
240
300
360

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
1320
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taccaaatac
caccgcectac
agtcgtgtct
gctgaacggg
gatacctaca
ggtatccggt
acgcctggta
tgtgatgete
ggttcctgge
ctgtggataa
ccgagcgeag
tcececgegey
cgggcagtrga
ccctetetge
ggctttgeec
atcactaggg
ggtcctgtat
ctgggtattt
gcgeagecge
agcatctgec
tgccgecaga
agaagctgea
Ttttctttgt
ccaccggagt
ttcagagaat
ccagaaatgg
tgctecccaa
gcgectgttt
cgcagacgca
gatcaaaaac

cctcggagaa

tgttcttcta
atacctcget
taccgggttg
gggttcgtge
gcgtgageta
aagcggcagyg
tctttatagt
gtcaggggag
cttttgotgg
ccgtattace
cgagtcagtyg
ttggccgatt
gcgeaacgea
gcgetegete
gggcggecte
gttcctggag
tagaggtcac
aagcccgagt
catgccgggg
cggcatttct
ttctgacatg
gcgegacttt
gcaatttgag
gaaatccatg
ttaccgeygy
cgccggagge
aacccagect
gaatctcacy
ggagcagaac
ttcagecagy
gecagrtggatce
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FIG. 20 (14-23)

gtgtagccgt
ctgctaatee
gactcaagac
acacagccca
tgagaaagcg
gtcggaacag
cctgtegggt
cggagectat
cettrtgete
gcetttgagt
agcgaggaag
cattaatgca
attraattaa
gctcactgag
agtgagcgag
gggtggagtc
gtgagtgttt
gagcacgcag
ttttacgaga
gacagctttyg
gatctgaatc
ctgacggaat
aagggagaga
gttttgggac
atcgagecyga
gggaacaagg
gagctccagt
gagcgtaaac
aaagagaatc
tacatggagce

caggaggacc

agttaggcca
tgttaccagt
gatagttacc
gcttggageg
ccacgettee
gagagcgeac
ttegecacct
ggaaaaacgc
acatgttctt
gagctgatac
cggaagagcg
gctggeacga
tcagatecet
gccgggegac
cgagcgegea
grtgacgtgaa
tgcgacattt
ggtctecatt
ttgtgattaa
tgaactgggt
tgattgagea
ggcgeegtgt
gctacttceca
gtttcctgag
ctityccaaa
tggtggatga
gggcgtggac
ggttggtggc
agaatcccaa
tggtcgggty

aggcctcata

ccacttcaag
ggctgetgec
ggataaggcy
aacgacctac
cgaagggaga
gagggagett
ctgacttgag
cagcaacgcg
tcetgegtta
cgetegeege
cccaatacge
caggtttccc
caatagcggce
caaaggtcgce
gagagggagt
ttacgtcata
tgcgacacca
ttgaagcggg
ggtccccage
ggccgagaag
ggcaccecty
gagtaaggcec
catgcacgtg
tcagattcge
ctyggttcgeg
gtgctacatc
taatatggaa
gcagcatctg
ttctgatgcg
gctcgtggac

catctcctic

SUBSTITUTE SHEET (RULE 26)
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aactctgtag
agtggcgata
cagcggtegy
accgaactga
aaggcggaca
ccagggggaa
cgtcgatttt
gcctrttttac
tcecetgatt
agccgaacga
aaaccgecte
gactggaaag
cTrggecact
ccgacgeecy
ggccaactcce
gggtraggga
tgtggtcacg
aggtttgaac
gaccttgacg
gaatgggagt
accgtggeeg
ccggaggecce
ctcgtggaaa
gaaaaactga
gtcacaaaga
cccaattact
cagtatttaa
acgcacgtgt
ccggtgatca
aaggggatta

aatgcggect

1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
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ccaactegeg
ctaaaaccgc
ggatttataa
tgggatgggce
ctaccgggaa
taaactggac

gggaggaggy
gcaaggtgeg
tcgtcacctc
accagcagec
actttgggaa
tggttgaggt
ccagtgacge
cgtcagacge
acgtyggeat
caaatatctyg
cteaaccegt
tgggaaaggt
gcatctttga
tggctcgagg
ccaccaccaa
tacaagtacc
gecgeggeec
tacctcaagt
TTtgggggca
ggcctggttg
cctgtggage
agattgaatt
cagecaccag
ccaatggcag
tgcgattcca

cccacctaca

gtcccaaatce
ccccgactac
aattttggaa
cacgaaaaag
gaccaacatc
caatgagaac
gaagatgacc
cgtggaccag
caacaccaac
gttgcaagac
ggtcaccaag
ggagcatgaa
agatataagt
ggaagcttcg
gaatctgatyg
cttcactcac
ttctgtegte
gccagacget
acaataaatg
acactctcte
agcccgeaga
tcggaccett
tagagcacga
acaaccacgc
acctcggacyg
aggaacctgt
cagactcctc
ttggtcagac
cagcececte
acaataacga

catggatgygg

acaaccacct
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FIG. 20 (15-23)

aaggctgect
ctggtgggcc
ctaaacgggt
ttcggeaaga
gcggaggeca
TTrcccttca
gccaaggteg
aaatgcaagt
atgtgcgecg
cggatgttca
caggaagtca
ttctacgtca
gagcccaaac
atcaactacg
ctgtttecct
ggacagaaag
aaaaaggegt
tgcactgect
atttaaatca
tgaaggaata
gcggeataag
caacggacta
caaagcctac
cgacgcggag
agcagtcttc
taagacgget
ctcgggaacc
tggagacgca
tggtctggga
gggcgecgac
cgacagagtc

ctacaaacaa

tggacaatgce
agcagcccgt
acgatcccca
ggaacaccat
tagcccacac
acgactgtgt
tggagtcgge
cctcggecca
tgattgacgg
aatttgaact
aagacttttt
aaaagggtgy
gggtgcgega
cagacaggta
gcagacaatg
actgtttaga
atcagaaact
gcgatctggt
ggtatggctg
agacagtggt
gacgacagca
gacaagggag
gaccggecage
tttcaggagc
caggcgaaaa
ccgggaaaaa
ggaaaggcgyg
gactcagrac
actaatacga
ggagtgggta
atcaccacca

atttccagec

gggaaagatt
ggaggacatt
atatgcggcet
ctggctgttt
tgtgeecttc
cgacaagaty
caaagccatt
gatagacccyg
gaactcaacg
cacccgeegt
ccggtgggea
agccaagaaa
gtcagttgecg
ccaaaacaaa
cgagagaatg
gtgctttcce
gtgctacatt
caatgtggat
ccgatggtta
ggaagctcaa
ggggtcttgt
agccggtgaa
tcgacagcgg
gcettaaaga
agagggtict
agaggccggt
gccageagec
ctgaccocca
tggctacagg
attcctcggyg
gcacccgaac

aatcaggagce
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atgagcctga
tccagcaatc
tcegtetttc
gggcctgcaa
tacgggtgcg
grgatctggt
ctcggaggaa
actccecgtga
accttcgaac
ctggatcatg
aaggatcacg
agacccgecce
cagccatcga
tgttctegte
aatcagaatt
gtgtcagaat
catcatatca
ttggatgact
tcttecagat
acctggecca
gcttcectggg
cgaggcagac
agacaacccyg
agatacgtct
tgaacctcty
agagcactct
tgcaagaaaa
gcctctegga
cagtggcgea
aaattggcat
ctgggeectg

ctcgaacgac
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aatcactact
cacttttcac
agactcaact
acgacgattg
ctccegtacyg
ttcatggtge
tcttcatrttt
accttcaget
ctggaccgtc
actccaagtg
attcgggacc
aagacatctg
ctcaatggca
gaagaaaagt
acaaatgtyg
ccecgtggcta
gcagctaccyg
gatgtgtacc
cceteteccce
aacaccccgg
atcacacagt
aacagcaaac
gtggacttta
tacctgactc
gaactttggt
catggcgggr
ctgcgegete
gccegygeygy
cacctaggag
gacgcgeect

tccgggaget

ttggctacag
cacgtgactyg
tcaagetctt
ccaataacct
tecteggete
cacagtatgg
actgcctgga
acacttttga
tcatgaatcc
gaaccaccac
agtctaggaa
cggataacaa
gagactctct
Tttttcctca
acattgaaaa
cggagcagta
cagatgtcaa
ttcaggggece
tcatgggtag
tacctgcgaa
actccacggy
gctggaatcc
ctgtggacac
gtaatctgta
ctctgegtat
taatcattaa
getegetcac
cctcagtgag
gcgegecacg
gacgggctty
gcatgtgtca
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FIG. 20 (16-23)

cacceccttgg
gcaaagactc
taacattcaa
taccagcacg
ggcgcatcaa
atacctcacc
gtactttcct
ggacgttect
tctecatcgac
gcagtcaagg
ctggcttect
caacagtgaa
ggtgaatccg
gagcggggtt
ggtcatgatt
tggttctgta
cacacaaggc
catctgggea
attcggactt
teettcgacc
acaggtcagce
cgaaattcag
taatggcgry
attgcttgtt
ttctttctta
ctacaaggaa
‘tgaggccggg
cgagcgageg
gccgtagtta
tetgeteeey

gaggttttca

gggtattttg
atcaacaaca
gtcaaagagg
gttcaggtgt
ggatgectee
ctgaacaacg
tctcagatge
ttccacagea
cagtacctgt
cttcagtttt
ggaccctgtt
tactcgtgga
ggcccggeca
ctcatcttty
acagacgaag
tctaccaacc
gttcttecagy
aagattccac
aaacaccctc
accttcagtg
gtggagatcy
tacacttcca
tattcagagc
aatcaataaa
tctagtttec
cccctagtga
cgaccaaagg
cgcagagagg
agccageecc
gcatccgett

ccgtcatcac

acttcaacag
actggggatt
tcacgcagaa
ttactgactc
cgeegttece
ggagtcaggc
tgcgtaccgg
gctacgctca
attacttgag
ctecaggeegg
accgccagca
ctggagctac
tggcaagcca
ggaagcaagg
aggaaatcag
tccagagagg
gcatggtctg
acacggacgg
ctccacagat
cggcaaagtt
agtgggaget
actacaacaa
ctcgecccat
ccgtttaatt
atggctacgt
tggagttgge
tcgecegacy
gagtggccaa
gacacccgec
acagacaagc

cgaaacgcgc
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attccactge
ccgacccaag
tgacggtacg
ggagtaccag
agcagacgtc
agtaggacgc
aaacaacttt
cagccagagt
cagaacaaac
agcgagtgac
gcgagtatca
caagtaccac
caaggacgat
ctcagagaaa
gacaaccaat
caacagacaa
gcaggacaga
acattttcac
tctcatcaag
tgcttecttc
gcagaaggaa
gtctgttaat
tggcaccaga
cgtttcagtt
agataagtag
cactcectct
cccgggettt
gccactcgag
aacacccgcet
tgtgaccgte
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FIG. 20 (17-23)

<210> 15

<211> 735

<212> PRT

<213> p0189-AAV2WT-DS VP1 protein

<400> 15

Met Ala Ala Asp g?y Tyr Leu Pro Asp Trp Leu Glu Asp Thr Lgu Ser
1 10 1

Glu Gly Ile Arg GIn Trp Trp Lys Leu Lys Pro Gly Pro Pro Pro Pro
20 25 30

Lys Pro gga Glu Arg His Lys igp Asp Ser Arg Gly ggu val Leu Pro

Gly Tyr Lys Tyr Leu Gly Pro Phe Asn Gly Leu Asp Lys Gly Glu Pro
50 55 60

val Asn Glu Ala Asp Ala Ala Ala Leu Glu His Asp Lys Ala Tyr Asp
65 70 75 80

Arg GIn Leu Asp ggr Gly Asp Asn Pro ggr Leu Lys Tyr Asn ggs Ala

Asp Ala Glu Phe GIn Glu Arg Leu Lys Glu Asp Thr Ser Phe Gly Gly
100 105 110

Asn Leu Gly Arg Ala val phe GIn Ala Lys Lys Arg val Leu Glu Pro
115 120 125

Leu Gly Leu val Glu Glu Pro val Lys Thr Ala Pro Gly Lys Lys Arg
130 135 140

pro val Glu His Ser Pro val Glu Pro Asp Ser Ser Ser Gly Thr Gly
145 150 155 160

Lys Ala Gly GIn GlIn Pro Ala Arg Lys Arg Leu Asn Phe Gly Gln Thr
165 170 175

Gly Asp Ala Asp Ser val Pro Asp Pro Gln Pro Leu Gly GlIn Pro Pro
180 185 190

Ala Ala Pro ser Gly Leu Gly Thr Asn Thr Met Ala Thr Gly Ser Gly
195 200 205

Ala Pro Met Ala Asp Asn Asn Glu Gly Ala Asp Gly val Gly Asn Sser
210 215 220
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FIG. 20 (18-23)

Ser Gly Asn Trp His Cys Asp Ser Thr Trp Met Gly Asp Arg val Ile
225 230 235 240

Thr Thr Ser Thr Arg Thr Trp Ala Leu Pro Thr Tyr Ash Asn His Leu
245 250 255

Tyr Lys GIn Ile Ser ser Gln Ser Gly Ala Ser Asn Asp Asn His Tyr
260 265 270

pPhe Gly Tyr Ser Thr Pro Trp Gly Tyr phe Asp Phe Asn Arg Phe His
275 280 285

Cys His Phe Ser Pro Arg Asp Trp GlIn Arg Leu Ile Asn Asn Asn Trp
290 295 300

Gly Phe Arg Pro Lys Arg Leu Asn Phe Lys Leu Phe Asn Ile Gln val
305 31 315 320

Lys Glu val Thr Gln Asn Asp Gly Thr Thr Thr Ile Ala Asn Asn Leu
325 330 335

Thr ser Thr val Gin val Phe Thr Asp Ser Glu Tyr Gln Leu Pro Tyr
340 345 350

val Leu Gly Ser Ala His GIn Gly Cys Leu Pro Pro Phe Pro Ala Asp
355 360 365

val phe Met val Pro GIn Tyr Gly Tyr Leu Thr Leu Asn Asn Gly Ser
370 375 380

GIn Ala val Gly Arg Ser Ser Phe Tyr Cys Leu Glu Tyr Phe Pro Ser
385 390 395 400

Gln Met Leu Arg Thr Gly Asn Asn Phe Thr Phe Ser Tyr Thr phe Glu
405 410 415

Asp val Pro Phe His Ser Ser Tyr Ala His Ser Gln Ser Leu Asp Arg
420 425 430

Leu Met Ash Pro Leu Ile Asp GIn Tyr Leu Tyr Tyr Leu Ser Arg Thr
435 440 445

Asn Thr Pro Ser Gly Thr Thr Thr Gln Ser Arg Leu Gin Phe Ser Gln
450 455 460

Ala Gly Ala Ser Asp Ile Arg Asp GIn Ser Arg Asn Trp Leu Pro Gly
465 470 475 480
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FIG. 20 (19-23)

Pro Cys Tyr Arg Gln Gln Arg val Ser Lys Thr Ser Ala Asp Asn Asn
485 490 495

Asn Ser Glu Tyr Ser Trp Thr Gly Ala Thr Lys Tyr His Leu Asn Gly
500 505 510

Arg Asp Ser Leu val Asn Pro Gly Pro Ala Met Ala Ser His Lys Asp
515 520 525

Asp Glu Glu Lys Phe Phe Pro Gin Ser Gly val Leu ITe Phe Gly Lys
530 535 540

Gln Gly Ser Glu Lys Thr Asn val Asp Ile Glu Lys val Met Ile Thr
545 550 555 560

Asp Glu Glu Glu ITe Arg Thr Thr Asn pPro val Ala Thr Glu GlIn Tyr
565 570 575

Gly ser val Ser Thr Asn Leu Gln Arg Gly Asn Arg GlIn Ala Ala Thr
580 585 590

Ala Asp val Asn Thr GIn Gly val Leu Pro Gly Met val Trp Gln Asp
595 600 605

Arg Asp val Tyr Leu GlIn Gly Pro Ile Trp Ala Lys Ile Pro His Thr
610 615 620

Asp Gly His Phe His Pro Ser Pro Leu Met Gly Gly Phe Gly Leu Lys
625 630 635 640

His Pro Pro Pro Gln Ile Leu Ile Lys Asn Thr Pro val Pro Ala Asn
645 650 655

Pro ser Thr Thr pPhe Ser Ala Ala Lys Phe Ala Ser Phe Ile Thr Gln
660 665 670

Tyr Ser Thr Gly Gln val Ser val Glu Ile Glu Trp Glu Leu Gin Lys
675 680 685

Glu Asn Ser Lys Arg Trp Asn Pro Glu Ile GIn Tyr Thr Ser Asn Tyr
690 695 700

Asn Lys Ser val Asn val Asp pPhe Thr val Asp Thr Asn Gly val Tyr
705 710 715 720

Ser Glu Pro Arg Pro Ile Gly Thr Arg Tyr Leu Thr Arg Asn Leu
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FIG. 20 (20-23)

725 730 735
<210> 16
<211> 32
<212> PRT
<213> pOl89-AAV2ZWT MAAP #1
<400> 16

Leu Ala His His His GlIn Ser Pro GIn Ser Gly Ile Arg Thr Thr Ala
1 5 10 15

Gly val Leu Cys Phe Leu Gly Thr Ser Thr Ser Asp Pro Ser Thr Asp
20 25 30

<210> 17

<211> 37

<212> PRT

<213> pOl89-AAVZWT MAAP #2

<400> 17
Leu Ala His His His GIn Ser Pro Gln ser Gly Ile Arg Thr Thr Ala
1 5 10 15

Gly val Leu Cys Phe Leu Gly Thr Ser Thr Ser Asp Pro Ser Thr Asp
20 25 30

Thr Arg g%u ser Arg

<210> 18
<211> 44
<212> PRT
<213> pOl89-AAVZWT MAAP #3

<400> 18
Leu Ala His His His GIn Ser Pro Gln Ser Gly Ile Arg Thr Thr Ala
1 5 10 15

Gly val Leu Cys Phe Leu Gly Thr ser Thr Ser Asp Pro ger Thr Asp
20 25 0

Thr Arg Glu Ser Arg Thr Arg Gln Thr Pro Arg Pro
35 40

<210> 19

<211> 24

<212> DNA
<213> Rep2-PRB

<220>
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<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>
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FIG. 20 (21-23)
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FIG. 20 (22-23)

<212> DNA
<213> Ad5-E4-FwD

<400> 23
catccaccac cgcagaataa

<210> 24

<Z211> 21

<212> DNA

<213> AdS5-E4-REV

<400> 24
acatggttct tecagetctt ¢

<210> 25
<211> 24
<212> DNA
<213> Kan-PRB

<220>

<221> misc_feature

<222> (1)..(D

<223> 56-FAM 1is before residue 1.

<220>

<221> misc_feature
<222> (1..(2)
<223> ZEN

<220>

<221> misc_feature

<222> (2)..(2)

<223> 31ABkFQ is after residue 2.

<400> 25
tcgcacctga ttgcccgaca ttat

<210> 26
<211> 20
<212> DNA
<213> Kan-FwD

<400> 26
atcgggettc ccatacaatc

<210> 27
<211> 19
<212> DNA
<213> Kan-REV

<400> 27
gctctaggee gegattaaa

<210> 28

<211> 20

<212> PRT

<213> anti-MAAP antigen
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FIG. 20 (23-23)

<400> 28

Lys Lys Ile Arg Leu Leu Gly Ala Thr Ser Asp Glu Gln Ser Ser Arg
1 5 10 15

Arg Lys Arg Gly
20

<210> 29

<211> 19

<212> PRT

<213> anti-AAP antigen
<400> 29

Arg Ser Thr Ser Ser Arg Thr Ser Ser Ala Arg Arg Ile Lys Asp Ala
1 5 10 15

Ser Arg Arg

SUBSTITUTE SHEET (RULE 26)



WO 2021/260204 PCT/EP2021/067569

43/48
FIG. 21 (1-6)

A. AAV1 wild-type cap gene
atgygctgcegatggttatettecagattggetegaggacaacctetetgagggeattegegagtggtgggactty
aaacctggagecocegaageccaaagecaaceageaaaageaggacgacggecggggtetggtgettectggetac
aagtaccteggacccettecaacggactegacaagyggggageccgtecaacgeyggeggacycageggecctegageac
gacaaggcctacgaccagcagetcaaagegggtgacaateegtacctgeggtataaccacgecgacgecgagtit
caggagcegtetgecaagaagatacgtettttgggyggecaacctegggegageagtettecaggecaagaagegggtt
cteogaaccteteggtetggttgaggaaggegetaagacggetooctyggaaagaaacgteecggtagagecagtegeca
caagagcecagactectectecgggeatcecggeaagacaggerageagecegetaaaaagagactcaattttggteag
actggcgactcagagtcagteccecgatecacaacctetecggagaaceteccageaaccccegetgetgtgggaccet
actacaatggcttcaggeggtggogeaccaatggecagacaataacgaaggcgecgacggagtgggtaatgectcea
ggaaattggcattgegattccacatggetgggegacagagtcatcaccaccageacocgeacctgggecttgeee
acctacaataaccacctetacaageaaatetecagtgettcaacgggygoecageaacgacaacecactacttegge
tacagcaccccectgggggtattttgatttcaacagatteccactgecacttttcaccacgtgactggecagegacte
atcaacaacaattggggattccggceccaagagactcaacttcaaactettcaacateccaagtcaaggaggtecacy
acgaatgatggegtcacaaccategetaataacettaccagecacggticaagteticteggacteggagtaccay
ctitecgtacgtecteggetetgegeaccagggetgectecctecgtteccggeggacgtgttecatgattecegeaa
tacggctacctgacgcecteaacaatggecagecaageogtgggacgttcatecttttactgectggaatattteeet
tctcagatgectgagaacgggeaacaactttaccettecagetacacctttgaggaagtgecttteccacageagetac
gegeacagecagagectggaceggetgatgaatectotecatecgaccaatacctgtattacctygaacagaactcaa
agtcagtccggaagtgeccaaaacaaggacttgetgtttageecgtgggtecteccagetggeatgtetgtteagece
aaaaactggctacetggaccectgttatecggeageagegegtttctaaaacaaaaacagacaacaacaacagceaat
tttacctggactggtgettcaaaatataacctecaatgggegtgaatccatecatcaaccctggecactgectatggee
tcacacaaagacgacgaagacaagttetttececatgageggtgtecatgatttttggaaasagagagegeecggaget
tcaaacactgeattggacaatgtcatgattacagacgaagaggaaattaaagecactaaccctygtggecaccgaa
agatttgggaccgtggeagtecaatttccagageagecageacagaccectgegacecggagatgtgeatgetatgygga
gcecattacctggeatggtgtyggcaagatagagacgtgtacctgeagggteccatttgggecaaaattecteacaca
gatggacactttcaccegtetectettatgggeggetttggactecaagaacecegeetectecagatecteateaaa
aacacgcctgttecotgegaatccteeggeggagttttcagetacaaagtttgettcatteatcacccaatactee
acaggacaagtgagtgtggaaattgaatgggagetgeagaaagaaaacageaagegetggaatoccgaagtgeag
tacacatccaattatgcaaaatctgecaacgttgattttactgtggacaacaatggactttatactgagectege
cceattggeaccegttacettaceogtocecetgtaa

B. AAV2 wild-type cap gene

atggctgecgatggttatetteccagattggetegaggacactetetetgaaggaataagacagtggtggaagete
aaacctggcecoecaccaccaccaaageccygcagageggcataagygacgacageaggggtettgtgettectgggtac
aagtaccteggacceticaacggactecgacaagggagagecggtecaacgaggecagacgecgeggecctegageac
gacaaagcctacgaccggeagcetegacageggagacaaccegtacctcaagtacaaccacgecgacgeggagttt
caggagegecttaaagaagatacgtetttbtgggggcaaccteggacgageagtetioccaggegaaaaagagggtt
cttgaacctetgggectggttgaggaacctgttaagacggctecgggaaaaaagagygcoggtagagcecactetect
gtggageccagactcctectogggaaccggaaaggegggecageagectgecaagaaaaagattgaattttggteag
actggagacgcagactcagtacctgacceccagecteteggacagecaccageageeccectetggtetgggaact
aatacgatggctacaggcagtggcegeaccaatggeagacaataacgagugeygecgacggagtgyggtaattecteyg
ggaasattggcattgegattccacatggatgggcgacagagtcatcaccaccagcaccegaacctgggeecetgece
acctacaacaaccacctctacaaacaaatttecagecaatecaggagectegaacgacaatcactactttggetac
ageaccecttygggggtatittgacttcaacagattccactgecacttttcaccacgtgactggcaaagacteate
aacaacaactggggattccgacccaagagactcaacttcaageotetttaacattcaagtcaaagaggtcacgeag
aatgacggtacgacgacgattgecaataaccttaccageacggttecaggtgtttactgacteggagtaccagete
cegtacgtecteggeteggegeatecaaggatgectecegeegtteccageagacgtettecatggtgecacagtat
ggatacctcaccetgaacaacgggagtcaggcagtaggacgectettecattttactgectggagtactttecttet
cagatgetgegtaceggaaacaactttacettcagetacactittgaggacgttectttecacagecagetacget
cacagccagagtectggacegtetecatgaatectetecategaccagtacctgtattacttgagecagaacaaacact
ccaagtggaaccaccacgeagtcaaggetteagttttetecaggeeggagegagtgacattecgggaccagtctagg
aactggettoctggacccetgttacegecagecagegagtatcaaagacatetgeggataacaacaacagtgaatac
tegtggactggagetaccaagtaccacctecaatggeagagactetetggtgaateegggeccggecatggeaage
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FIG. 21 (2-6)

cacaaggacgatgaagaaaagttttttocteagageggggtteteatetttgggaageaaggetcagagaaaaca
aatgtyggacattygasaaggtcatgattacagacgaagagygaaatcaggacaaccaateccgtyggetacggagcag
tatggttcetgtatctaccaacctecagagaggcaacagacaagecagetacegecagatgtecaacacacaaggegtt
cttecaggeatggtetggecaggacagagatgtgtacctteaggggeecatectgggraaagattecracacacyggac
ggacattttecacceetctococcteatgggtggaticggacttaaacaccotectecacagattctecatecaagaac
accecggtacctgegaatecttcgaccaccttcagtgeggeaaagtitgetteccttcatcacacagtactceecacg
ggacaggtcagegtggagatcgagtgggagetgecagaaggaaaacageaaacgoetggaatecegaaatteagtac
acttcraactacaacaagtetgttaatgtggactttactgtggacactaatggegtgtattcagagectaegecee
attggeaccagatacctgactegtaatoetgtaa

C. AAV3 wild-type cap gene
atggctgectgacggttatettecagattggetegaggacaaccttictgaaggeaticgtgagtggtgggectety
aaacctggagteccteaacecaaagegaaccaacaacaccaggacaacegteggagtettgtgetteegggttac
aaatacctcggacccggtaacggactegacaaaggagageeggtcaacgaggeyggacgeggeagecctogaacac
gacaaagcettacgaccagcagetecaaggecggtgacaaceegtacctcaagtacaaccacgeegacgcegagttt
caggagegtettcaagaagatacgtettttgggggeaaccttggeagageagtecttccaggecaaaaagagygate
cttgagectettggtoetyggttygaggaageagetaaaacygyectectyggaaagaaggggygctgtagatecagteteect
caggaaccggactecatcatctggtygttggeaaategggeaaacagoctgecagaaaaagactaaatttoggteag
actggagactcagagtcagteccagacceteaaccteteggagaaccaccageageccccacaagtttgggatet
aatacaatggcttcaggeggtggcgcaccaatgygeagacaataacgagggtygccgatggagtgggtaatticctea
ggaaattggeattgegatteccaatggetgggegacagagtecateaccacecagecaccagaacctyggeectgeeco
acttacaacaaccatctcetacaageaaatceteocagecaatcaggagettcaaacgacaaccactactttggetac
agcacccocttgggggtattttgactttaacagattccactgecacttctecaccacgtgactggecagegacteatt
aacaacaactggggattcecggeecaagaaactcagettcaagetettecaacatecaagttagaggggteacygeay
aacgatggcacgacgactattgecaataaccttaccageacggtteaagtgtttacggacteggagtatecagete
cegtacgtgectegggtoggegeaccaaggctgtetecegeegttterageggacgtettecatggtecceteagtat
ggatacctecaccetgaacaacggaagtcaageggtgggacgetecatecttttactgeoctggagtactteecctteg
cagatgctaaggactggaaataacttccaattcagetataccttegaggatgtacettttcacageagetacget
cacagcecagaghbttggatecgettgatgaatectettattgatecagtatetgtactacetgaacagaacgeaagga
acaacctetggaacaaccaaccaatcacggetgetttttagecaggetygggectcagtetatgtetttgeaggec
agaaattggctacctggygeectgetaceggeaacagagactttcaaagactygctaacgacaacaacaacagtaac
tttecttggacageggecageaaatatcatcetecaatggcegegactogetggtgaatecaggacecagetatggece
agteacaaggacgatgaagaaaaatttttecectatgeacyggeaatctaatatttggcaaagaagygacaacggea
agtaacgcagaattagataatgtaatgattacggatgaagaagagattegtaccaccaatectgtggcaacagag
cagtatggaactgtygcaaataacttgeagagetecaaatacagetecccacgactggaactygtcaatcatecagggy
gecttacctggeatggtgtggeaagategtgacgtgtacctteaaggacctatectgggecaaagattecteacacy
gatggacactttecatocttetoctetgatgggaggetttggactgaaacatecegeectectecaaatecatgatecaaa
aatactceggtaccggecaaatectecgacgactttecageceggecaagtttgetteatttatcacteagtactece
actggacaggtcagegtygaaattgagtgggagetacagaaagaaaacageaaacgttyggaatccagagattcag
tacacttcecaactacaacaagtctgttaatgtggactttactgtagacactaatggtgtttatagtgaacctcge
cotattggaaccoggtatectecacacgaaacttgtga

D. AAV4 wild-type cap gene

atgactgacggttaccttecagattggetagaggacaacctctetgaaggegttecgagagtggtgggegetygeaa
coctggagecoctaaacccaaggcaaatoaacaacatecaggacaacgeteggggtetigtgetteccgggttacaaa
taccteggacceggeaacggactoegacaagguggaaccegtcaacgeageggacgeggeageoctcgageacgac
aaggcctacgaccageagectecaaggecgygtygacaaccectacceteaagtacaaccacgecgacgeggagttecag
cageggetteoagggegacacategtttgggggeaaccteggeagageagtettccaggecaaaaagagggttott
gaacctecttggtetggttgagecaagegggtgagacggetecetggaaagaagagacecgttgattgaatecececag
cageoecgactectecacgggtatogygcaaaaaaggcaagcagecgygetaaaaagaagetegttttegaagargaa
actggageaggegacggacecectgagggatecaacttececggagecatygtetgatgacagtgagatgegtygcagea
goetygeggagetgeagtogagggeggacaaggtgeocgatggagtgggtaatgectegyggtgattggeattgegat
teccacctggtetgagggecacgtcacgaccaccageaccagaacoctgggtottgeccacctacaacaaccaccte
tacaagcgacteggagagagectgeagteccaacacctacaacggattctecaccecectggggatacttigactte
aaccgettecactgecactteteaccacgtgactggeagegacteatcaacaacaactggggeatgegacceaaa
gecatgegggtcaaaatettecaacatecaggtcaaggaggtcacgacgtcgaacggegagacaacggtggectaat
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aaccttaccagcacggttcagatcectttgeggactegtegtacgaactgeecgtacgtgatggatgegggtecaagag
ggcageetgectoctttteocaargacgtetttatggtgececagtacggectactygtygactggtgaceggeaac
acttegeagraacagactgacagaaatgecttctactgectggagtactttecttegeagatgetgeggactgge
aacaactttgaaattacgtacagttttgagaaggtgectttecactogatgtacygegracagecagagectagac
cggetgatgaacccectetecatecgaccagtacctgtggggactgeaategaccaccaceggaaccaccctgaatgec
gggactgecaccaccaactttaccaagetgeggectaccaacttttecaactttaaaaagaactggetgocegyg
cetteaatcaagragecaggygeticteaaagactygcraatoaaaactacaagatecectgecaccyggtcagacagt
cteatcaaatacgagacgeacageactotggacggaagatggagtgecctgaceceeggacctocaatggecacy
getggacctgeggacageaagttocageaacagocagetecatetttgoggggectaaacagaacggecaacacggoo
accgtaccegygactetgatetteacetetgaggaggagetggcagecaccaacgecaccgatacggacatgtagg
ggcaacctacctggeggtgaccagageaacageaacctgecgacegtggacagactgacagectigggageegtyg
cectggaatggtetggecaaaacagagacatitactacecagyggteoccatitogggecaagattecteatacegatyga
cactttcacccectecaccgetgattgygtgggtttgggectgaaacacecegectectecaaatttttatcaagaacace
ceggtacctgegaatoctgraacgaccttcagetectactecggtaaacteetteattactecagtacageactgge
caggtgteggtgeagattgactgggagatccagaaggageggtecaaacgetggaaceecegaggtecagtttace
toccaactacggacagcaaaactebotgtigtgggctececgatgeggotygygygaaatacactgagoctagggectate
ggtacccygctacctcacccaccacctgtaa

E. AAVS wild-type cap gene

atgtettttgttgatcacectecagattggtiggaagaagttggtgaaggtettegegagtttttgggectigaa
gogggeccaccgaaaccaaaacccaatecageageateaagatcaageeegtggtettgtgetgeetggttataac
tatcteggacceggasacggtetegategaggagagectgtcaacagggeagacgagglogegegagagracygac
atctegtacaacgageagottgaggegggagacaacccctaccticaagtacaaccacgeggacygeccgagtttcag
gagaagetegregacgacacateottegggggaaacceteggaaaggeagtettteaggecaagaaaagggttote
gaacctittggectggttgaagagggtgctaagacggecectaceggaaageggatagacgaccactttecasaa
agaaagaaggcteggaccegaagaggactecaagecttecacctegtecagacgecgaagetggacecageggateo
cageagctgcaaatocecageoccaaccagecteaagtttgguagectgatacaatgtctgegggaggtyggeggocea
ttgggegacaataaccaaggtgecgatggagtgggeaatgectogggagattggeattgegattecacgtggatyg
ggggacagagtegteaccaagtecaccegaacctgggtygetgeccagetacaacaaccaccagtaccgagagate
aaaagcgueteogtoegacggaageaacgecaacgectactttggatacagecaccecctgggygtactttgacttt
aaccgcttceacagecactggagecceegagactggeaaagactecateaacaactactgggyettcagaceoegy
tcectecagagteaaaatcettcaacaticaagtocaaagagygtcacggtygcaggactecaccaccaccategecaac
aacctracctecacegtecaagtgtttacggacgacgactaccagetgecctacgtegteggeaacgggaccgag
ggatgectgecggecttecctocgeagytetttacgotgeoygecagtacygttacgegacygetgaaccgeygacaac
acagaaaatcccaccgagaggagcagettettctgectagagtactticeeageaagatgetgagaacggygeaac
aactttgagtttacctacaactttgaggaggtgeccttocactecagettegetececagtecagaacctgtteaag
ctggeraaccegetyggtggaccagtacttgtaccgettegtgageacaaataacactggeggagtecagtteaac
aagaacctyggecygggagatacgecaacacctacaaaaactggttecegygggeceatgyggecgaacecagggoetyg
aacctgggeteoggggteaaccgegecagtgteagegecttegecacgaccaataggatggagetecgagggegey
agttaccaggtgecccegeagecgaacgygcatgaccaacaacctecagggeageaacacctatgecctggagaac
actatgatctteaacagecagocggegaaccegggeaccaccgecacgtacctegagggeaacatgetecateace
agegagagegagacgceageeggtgaaccegegtggegtacaacgteggeguygecagatggoecaccaacaaccagage
tecaccactgooceegegaceggeacygtacaacctecaggaaategtgeceggcagegtgtygatggagagygaac
gtgtacctecaaggacceatotgggoeaagatoccagagacygggugegeactticacccotcteecgyccatggge
ggatteggactcaaacacccaccgeccatgatgetecatecaagaacacgectgtygeccggaaatatcaccagette
tcggacgtgeocgteageagettoatcacceagtacagecaccgggcagytcaccgtggagatggagtgggaycte
aagaaggaaaactcocaagaggtggaacccagagatecagtacacaaacaactacaacgacceccagtttgtggac
tttgeccecggacageaceggggaatacagaacecaccagacctateggaaccegatacettaccegaceeetttaa

F. AAV6 wild-type cap gene

atggctgecgatggttatecttecagattggetegaggacaacctctetgagggeattegegagtggtgggacttyg
aaacctggageoccgaaacccaaagecaaccageaaaageaggacgacggeeggggtetggtgettectggetac
aagtacctceggaccecttcaacggactegacaagggggageccgtcaacgeygeggatgeageggeoctegageac
gacaaggcectacgaccageagetcaaagegggtgacaatecgtacetgeggtataaccacygccgacgecgagttt
caggagegtotgeaagaagatacgtettitgggggeaacctegggegageagtettecaggecaagaagagyggtt
ctegaascctttiggtotgyttgaggaaggtgetaagacggotoctggaaagaaacgtecggtagageagtegeca
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caagagccagactcoctectegggeattgygcaagacagygccageageecgctaaaaagagactecaattttggtcag
actggocgactcecagagteagtecoecgacccacaacctoteggagaacctocagoaaccecegetygetgtgggacch
actacaatggettcaggeggtggegeaccaatggeagacaataacgaaggegecgacggagtgggtaatgectea
ggaaattggcattgegattecacatggetgyggegacagagtecatecaccaccagecaccegaacatgggecttgece
acctataacaaccacctetacaageaaatctecagtgettecaacgggygocageaacgacaaccactacttegge
tacagcacccectgggggtattttgattteaacagattceactgecatttectecacracgtgactyggeagegacte
atcaacaacaattggggattccggeccaagagacteaacttcaagctcttcaacatecaagtcaaggaggteacy
acgaatgatggegteacgaccatcegetaataaccttaccageacyggttecaagtetteteggacteggagtaccag
ttgecgtacgtecteggetetgegeaccagggetgectecectecgttecceggeyggacgtgtteatgattecgecayg
tacggctacctaacgetcaacaatggeagoecagygcagtgggacggteatecttttactgectggaatattteces
tecgragatgetgagaacgggeaataactttacctteagetacacecttegaggacgtgocttteecacagecagetac
gegcacagecagagectggaccggetgatgaatectetecategaccagtacctgtattacctgaacagaactcag
aatcagtecoggaagtgceocaaaacaaggacttgetgtttagecggggotectoecagetyggeatgtetgttoagece
aaaaactggcetacctggaccctgttaccggecageagegegtttetaaaacaaaaacagacaacaacaacageaac
tttacctggactggtgettcaaaatataaccttaatgggegtgaatetataatcaacectggeactgctatyggec
tcacacaaagacgacaaagacaagttctiteccatgageggtgtecatgatttttggaaaggagagegecggaget
tcaaacactgeattggacaatgtcatgatcacagacgaagaggaaatcaaagecactaacecegtggecacegaa
agatttgggactgtggeagteaatctecagagecageageacagaccotgegaccggagatgtgecatgttatygga
geettacctggaatggtgtggeaagacagagacgtataccetgecaggygtectatttgggecaaaattecteacacy
gatggacactttcaccegtectecteteatgggeggetttggacttaageaccegeetectecagatectecatecaaa
aacacgcctgttectgegaatectecgygragagttttoggetacaaagtttgettecatteatecaccecagtattee
acaggacaagtgagegtyggagattgaatygggagectgcagaaagaaaacagcaaacgctggaatceccyaagtgecag
tatacatctaactatgraasatctgecaacgttgatttecactgtggacaacaatggactttatactgagectege
ccecattggcaccegttacctecaccegtececctgtaa

G. AAV7T wild-type cap gene
atggctgecegatggttatettecagattgoctegaggacaacctetetgagggeattegegagtggtgggaccety
aaacctggageccocgaaacccaaagecaaccagecaaaageaggacaacggeoeggggtetggtgettectggetac
aagtaccteoggaccettecaacggactegacaagggggagecegtoaacgeggeggacgcageggoecctegageac
gacaaggectacgaccageagetcaaageggygtygacaatcogtacctgegytataaccacgeogacyoogagttt
caggagcgtctgeaagaagatacgtcatitgggggcaacctegggegageagtecttccaggccaagaagegggtt
ctegaaccteteggtetggttgaggaaggegectaagacggetectgeaaagaagagaceggtagageegteacct
cagegttcoceeecgactectecacgggeatcggecaagaaaggecagcageecgecagaaagagactcaattteggt
cagactggegactcagagtcagtcccegacceectecaaccteteggagaacctecageagegecctetagtgtyggga
tctggtacagtggctgcaggeggtgygegecaccaatggeagacaataacgaaggtgeegacggagtgggtaatgee
tecaggaaattggecattgegattecacatggetyggyegacagagteattaccaccageaccegaacctgggecety
coecacctacaacaaccacctoctacaageaaatoetocagtgaaactgeraggtagtaccaacgacaacacctactto
ggctacagcecaccceoctgggggtattttgactitaacagattecactygeccacttecteaccacgtgactggecagega
cteatcaacaacaactggggattcocggoccaagaagetgeogttcaagetcttcaacatccaggtcaaggagatc
acgacgaatgacggogttacgaccategetaataaccttaccageacgattcaggtatteteggacteggaatac
cagetgeegtacgtecteggetetgogeaccagggetgectgectecgttececeggeggacygtettecatgattoct
cagtacggctacctgactcetcaacaatggeagtecagtetgtgggacgttecteocttetactgectggagtactte
cectetcagatgotgagaacgggeaacaactttgagttecagetacagettecgaggacgtgectttocacageage
tacgceacacagecagagectyggacegygetgatgaatececteategaccagtactigtactacetggecagaaca
cagagtaacccaggaggeacagetggeaatcgggaactgeagttttaccaggygegggecttcaactatggecgaa
caagecaagaattggttacctggaccttgetteeggeaacaaagagtcetecaaaacgetggatcaaaacaacaac
ageaactttgcttggactggtgccaccaaatatcaccetgaacggcagaaactegttggttaatecceggegtegee
atggcaactcacaaggacgacygaggaccgetttttececatecageggagtectgattittggaaaaactygagea
actaacaaaactacattggasaatgtgttaatgacaaatgaagaagaaatitcgtectactaatecctgtagecacy
gaagaatacgggatagtcageageaacttacaageggctaatactgeagoccagacacaagttgtcaacaaccay
ggagecttacctggeatggtetggecagaacegggacgtgtacetgeagggteccatetgggecaagattecteac
acggatggcaactttecaccegtetectttgatgggeggettiggacttaaacatecgectecteagateotgate
aagaacactcccgttcecgectaatectoeggaggtgtttactectgecaagtttgettegtteatecacacagtac
agcaccggacaagtcagegtggaaategagtgggagetgeagaaggaaaacageaagegetggaacccggagatt
cagtacacctccaactttgaaaageagactggtgtyggactttgeocgttgacagecagggtgtttactectgagect
cgeceoctattggecactegttaccteacceogtaatetgtaa
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H. AAVE wild-type cap gene
atggctgecgatggttatectteocagattggetegaggacaaccotetetgagggeattogegagtggtgggegetyg
aaacctggagococcgaagecoaaagecaaccageaaaagcaggacgacggeeyggugtetggtgettectggetac
aagtaccteggaccecttcaacggactegacaagygguageecgtcaacgecggoggacgeageggeoctegageac
gacaaggcctacgaccagcagetgcaggogggtgacaatcegtacctgeggtataaccacgecgacgecgaghitt
caggagcgtetgcaagaagatacgtetttitgggggeaacctegggegageagtetteccaggecaagaagegggtt
ctegaaccteteggtetggttgaggaaggegetaagacgyetectggaaagaagagacecgygtagageecateacee
cagegttcetecagactectetacgggeateggecaagaaaggocaacagecogecagaaaaagactcaattttggt
cagactggcgactcagagteagttocagaccectecaacctetoggagaacctecagecagegeectetggtgtgygga
cctaatacaatggctygecaggeggtggegeaccaatggeagacaataacgaagycgecgacggagtgggtagttee
toegggaaattggeattgegattocacatggetgggegacagagtecatecaccaceageacoegaacetgggecctyg
coegectacaacaaccacctetacaageaaatoctocaacgygacategggaggagecaccaacgacaacacctac
tteggetacageaccecctgggggtattttgactttaacagattcecactgecacttttecaccacgtgactggeay
cgactcatcaacaacaactggggattecggececaagagacteagettcaagetettcaacatecaggtecaagyay
gtcacgecagaatgaaggcaccaagaccategecaataaccteaccageaccatecaggtgtitacggacteggayg
taccagctgcegtacgttectoeggetetgeccaccagggetgectgecteegtteceggeggacgtgttecatgatt
ceecagtacggetacetaacacteaacaacgytagtecaggeegtggoacgetectectictactgectggaatac
tttecticgeagatgoetgagaaccggeaacaacticcagtttacttacacettegaggacgtygectttcecacage
agctacgoccacagoecagagettggacegygetgatgaatectotgattgaceagtacectgtactactigtotegy
actcaaacaacaggaggcacggceaaatacgcagactctggygcttcagecaagygtygggectaatacaatggecaat
caggcaaagaactggetgecaggaceetgttacecgecaacaacygecgtetcaacgacaacogggcaaaacaacaat
agecaactttgectggactgetgggaccaaataccatetgaatggaagaaatteattggectaatecotggeateget
atggcaacacacaaagacgacgaggagegtttttttcccagtaacgggatectgattittggcaaacaaaatget
gecagagacaatygcggattacageyatgteatgetecacecagegaggaagaaatcaaaaceactaacceetgtgget
acagaggaatacggtatcgtggcagataactigecageagcaaaacacggetectcaaattggaactgtcaacage
cagggggccttaccoggtatggtetggeagaacogggacgtigtacetygcagggteccatetgggecaagat oot
cacacyggacyggcaacttcecaccegtetecygctgatgggeggetttggectgaaacateetecgectecagatecty
atcaagaacacgectgtacctgeggatectecgaccacettecaaccagtcaaagetgaactettteatcacgeaa
tacageacceggacaggtcagegtyggaaattgaatgggagetycagaaggaaaacageaagegetggaaceeocgay
atccagtacacctecaactactacasatctacaagtgtggactttgetgttaatacagaaggegtgtactetgaa
ceeegeececcattggeaccaegttaccteacecgtaatetgtaa

I AAVY wild-type cap gene

atggetgecgatggttatettecagattggetegaggacaacettagtgaaggaattegegagtggtgggetttyg
aaacctggagecccteaacccaaggeaaatcaacaacatcaagacaacgoetegaggtettgtgetteocygggttac
aaataccttggacceggeaacggactcgacaagggggageoggtecaacgeagecagacgeggeggecoetegageac
gacaaggectacgaccageagetcaaggecggagacaaccegtaccteaagtacaaccacgecgacgecgagtto
caggagcggctecaaagaagatacgtcttttgggggeaacctogyggcgagecagtettecaggecaaaaagaggett
cttgaacctettggtetggttgaggaageggctaagacggetectggaaagaagaggectgtagageagtotoct
caggaaccggactcectecgeggygtattggcaaategggtygcacageocgetaaaaagagactcaattiecggteag
actggegacacagagteagtoccagacectcaaccaateggagaacctecogeagecccectcaggtgtgggatet
cttacaatggettcaggtggtggegecacecagtggeagacaataacgaaggtgocgatggagtgggtagticeteg
gyaaattggcattgegattcccaatggetygggggacagagtecatecaccaccageaceecgaacctgggecctgeee
acctacaacaatcacctctacaagecaaatctecaacageacatctggaggatettcaaatgacaacgectactte
gygctacageacccectgggggtattttgacttcaacagattecactygecacttctcaccacgtgactggeagega
ctecatcaacaacaactggggattecggectaagegactcaacttecaagetettecaacattecaggtcaaagaggtt
acggacaacaatggagtcaagaccatcgecaataaccttaccageacggtecaggtettecacggacteagactat
cagctocogtacgtgetegagteggetecacgaggygetgectecegoegttoccageggacgtitttecatgatteoet
cagtacgggtatctgacgcttaatgatggaagecaggecgtgggtegttegtecttttactgectggaatattte
ccgtegcaaatgetaagaacgggtaacaacticecagttecagetacgagtttgagaacgtaccttteccatageage
tacgctcacagceccaaagectggacegactaatgaatccacteategaccaatacttgtactatctetecaaagact
attaacggttcetggacagaatcaacaaacgcetaaaattcagtgtyggecggacccageaacatggetgtecaggga
agaaactacatacctggacccecagetaccgacaacaacgtgteteaaccactgtgactecaaaacaacaacagegaa
tttgettggectyggagettettetigggetetecaatggacgtaatagettgatgaatectggacetgetatggee
agccacaaagaaggagaggacegtttetttecetttgtetggatetttaatttttggeaaacaaggaactggaaga
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gacaacgtggatgcggacaaagtcatgataaccaacgaagaagaaattaaaactactaacccggtagcaacggag
tcctatggacaagtggccacaaaccaccagagtgeccaagcacaggcgcagaccggctgggttcaaaaccaagga
atacttccgggtatggtttggcaggacagagatgtgtacctgcaaggacccatttgggccaaaattectcacacy
gacggcaactttcacccttctcececgetgatgggagggtttggaatgaagecaccegectectcagatcecctcatcaaa
aacacacctgtacctgcggatcctceccaacggeccttcaacaaggacaagetgaactctttecatcacccagtattet
actggccaagtcagegtggagatcgagtgggagetgecagaaggaaaacagcaagegcectggaacccggagatecag
tacacttccaactattacaagtctaataatgttgaatttgetgttaatactgaaggtgtatatagtgaaccececge
cccattggecaccagatacctgactcegtaatctgtaa

J. AAV 10 wild-type cap gene
atggctgctgacggttatcttccagattggectecgaggacaacctetectgagggecattecgegagtggtgggacctyg
aaacctggagcccccaageccaaggecaaccagcagaageaggacgacggecggggtetggtgettectggetac
aagtacctcggacccttecaacggactcgacaagggggageccgtcaacgeggeggacgecageggecctegageac
gacaaggcctacgaccagcagctcaaagegggtgacaatcececgtacctgeggtataaccacgecgacgecgagttt
caggagcgtcectgcaagaagatacgtcecttttgggggcaacctecgggegagecagtettccaggecaagaagegggtt
ctcgaacctctcecggtetggttgaggaagetgctaagacggectectggaaagaagagaccggtagaaccgtcacct
cagcgttcecceccgactecteccacgggecateggcaagaaaggecagcageccegetaaaaagagactgaactttggg
cagactggcgagtcagagtcagtccccgaccctcaaccaatcggagaaccaccagcaggeccctetggtetggga
tctggtacaatggctgcaggecggtggegetceccaatggcagacaataacgaaggegecgacggagtgggtagttee
tcaggaaattggcattgegattccacatggctgggegacagagtecatcaccaccagcacccecgaacctgggeecctyg
cccacctacaacaaccacctctacaagcaaatctccaacgggacatcgggaggaagcaccaacgacaacacctac
ttcggctacagecacccecectgggggtattttgacttcaacagattecactgecacttctecaccacgtgactggeag
cgactcatcaacaacaactggggattccggccaaaaagactcagettcaagetettcaacatccaggtcaaggag
gtcacgcagaatgaaggcaccaagaccatcgceccaataaccttaccagcacgattcaggtatttacggactcggaa
taccagctgceccegtacgtcecteggetecgegecaccagggetgectgectecgtteccggeggatgtettcatgatt
ccccagtacggectacctgacactgaacaatggaagtcaagecegtaggecgttectecttetactgectggaatat
tttccatctcaaatgctgecgaactggaaacaattttgaattcagetacaccttegaggacgtgectttecacage
agctacgcacacagccagagcettggaccgactgatgaatectetecattgaccagtacctgtactacttatecaga
actcagtccacaggaggaactcaaggtacccagcaattgttattttetcaagetgggectgecaaacatgtegget
caggccaagaactggctgecctggaccttgetaccggecagcagegagtectccacgacactgtecgcaaaacaacaac
agcaactttgecttggactggtgccaccaaatatcacctgaacggaagagactctectggtgaatcececggtgtegece
atggcaacccacaaggacgacgaggaacgcecttcttececgtecgageggagtectgatgtttggaaaacagggtget
ggaagagacaatgtggactacagcagcgttatgctaacaagcgaagaagaaattaaaaccactaaccctgtagece
acagaacaatacggcgtggtggctgacaacttgcagcaagccaatacagggectattgtgggaaatgtcaacage
caaggagccttacctggcatggtctggcagaaccgagacgtgtacctgecagggteccatectgggeccaagattect
cacacggacggcaactttcaccegtectectectgatgggeggetttggacttaaacaccegecteccacagatectyg
atcaagaacacgccggtacctgeggatectceccaacaacgttcagecaggegaaattggettecttecatcacgeag
tacagcaccggacaggtcagegtggaaatcgagtgggagetygcagaaggagaacagcaaacgctggaacccagag
attcagtacacttcaaactactacaaatctacaaatgtggactttgctgtcaatacagagggaacttattctgag
cctegecccattggtactecgttatectgacacgtaatectgtaa

SUBSTITUTE SHEET (RULE 26)



