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CpG free FVIII-BDD CDS only SEQ ID NO. 95
FVIII-BDD-Mature ATUM seq opt SEQ ID NO. 93
huFVIII-BDD _mature CDS_native sequence SEQ ID NO. 97
hFVIII-BDD mature CO at GeneArt SEQ ID NO. 94
FVIII-BDDmat GeneArt CpG free SEQ ID NO. 96

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD mature CDS_native seguence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
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FVIII-BDD-Mature_ ATUM seq opt
CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD mature CDS_native seguence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD _mature CDS_native seguence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free
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huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

1301 1350
huFVIII-BDD_mature CDS_native sequence "
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_ CpG free

huFVIII-BDD_mature CDS_native seguence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD _mature CDS_native seguence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

1701 1750

huFVIII-BDD_mature CDS_native seguence ] .
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt

SUBSTITUTE SHEET (RULE 26)



WO 2020/081843
FIG. 1 (CONTINUED)

FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt_ CpG free

huFVIII-BDD mature CDS_native seguence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt
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CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD_mature CDS_native seguence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native seguence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free
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huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_ CpG free

huFVIII-BDD_mature CDS_native seguence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt_CpG free

huFVIII-BDD _mature CDS_native seguence
FVIII-BDD-Mature_ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
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FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVITII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD_mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

4151 4200
huFVIII-BDD mature CDS_native sequence 1 3
FVIII-BDD-Mature_ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_ GeneArt CpG free

huFVIII-BDD mature CDS_native sequence
FVIII-BDD-Mature ATUM seq opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only
hFVIII-BDD_mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free

huFVIII-BDD _mature CDS_native sequence
FVIII-BDD-Mature_ ATUM seqg opt

CpG free FVIII-BDD CDS only

hFVIII-BDD _mature CO at GeneArt
FVIII-BDDmat_GeneArt CpG free
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FIG. 3
gRNA targeting mouse albumin
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Cutting efficiency of mAlb gRNA_T1 in mouse after delivery by LNP
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