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Figure 4A
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Figure 6
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Figure 6 (cont.)
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Figure 8
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Figure 10
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Figure 12
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Figure 17
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Figure 18
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Figure 20
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Figure 22 (cont.)
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Figure 25
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AAVE7 AAVF12

Rnatiey

LA L KT

» AAVF mediates efficient gene targeting in primary CD34+ cells

» High efficiency targeting is observed in human leukemic & liver
cell lines

»AAVF editing does not require DNA synthesis

Figure 26D

39/70



o \\\\\\\\\\\\\\\\
R §

Figure 26E

2 e PP I



HepG2

9
3

(o]
SNUBA %

Figure 26F



WO 2016/049230 PCT/US2015/051785

AAVF VECTORS TARGET INTEGRATION OF LARGE ORFS INTO THE AAVS1 LOCUS IN CD34+ CELLS
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Figure 27

HA-L: 5’-Homology Arm
HA-R: 3’-Homology Arm
NTC: No Template Control
Untd: Untransduced Cells
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AAVE VECTORS FOR NUCLEQTIDE SUBSTITUTION

Figure 28A
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AAVF MEDIATES PRECISE NUCLEOTIDE SUBSTITUTION
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Figure 29
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GFP+ BrdU- GFP+BrdUs+
{Non-dividing Cells} {Dividing Celils)
AAVHSCY 12 146
AAVHSCLY 6.15 6.9
AAVS 4.31 3.73
AAVS 1.37 0.8358
Figure 30
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Figure 32A
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% Venus Positive Mid-Term Mid-Term Mid-Term Mid-Term
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Figure 32B
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Sequence Analysis Showing Chromosomal Insertion of a Short Sequence Into Intron 1 of
PPP1R12C by AAVF Vectors
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