WO 2015/184262 PCT/US2015/033186

1720

; R e
CriP P

3KFLAG-NLS-Cas9-2A-GFP-NLS-bGH &
from pX458

.............

FIG. 1A



WO 2015/184262 PCT/US2015/033186

2/20

FIG. 1B




PCT/US2015/033186

WO 2015/184262

3/20

2L "o

AousyeT + .£Ag30s - OEYNgT
UOIBULIOSURI | G/yngabs
2INIONIS # +IYNES

's1ebie] yNuHDBs
1"609400 ON
dg £28L.1
o m 80UBIBJeH A |
#sieedey dagzl
zAg3bs ) N & 9Ag36s

W

LAg36s o /" #sreadet jisd
sjeads - W
#91ee00 dTYNES T Ny,

dHo LIAGIS- LT

Ao



WO 2015/184262 PCT/US2015/033186

4/20

28k repeats .

FIG. 2B



WO 2015/184262 PCT/US2015/033186

5/20

00

FIG. 2C




PCT/US2015/033186

WO 2015/184262

6/20

FIG. 2D

. 2E

FIG

...... A

FIG. 2F



PCT/US2015/033186
7/20

WO 2015/184262

Ve Old

Dunpos moyg ssye shep

PR CE - S S A N w 0
S/e/L >mmmmza:liw .................. s———

/-1 Ag30s m)
G/ AgH @wﬂ,\f_. \\\\\\\\\\\\\\
2/e A0S e




WO 2015/184262 PCT/US2015/033186

8/20







PCT/US2015/033186

WO 2015/184262

RN RN

N

&\\%\x«&

2N

‘&3}3\\‘.‘\\3\

\..m ...@ 455

e w4

iy @Eg b p

FIG. 4A



WO 2015/184262 PCT/US2015/033186

11/20

FIG. 4B

FIG. 4C



PCT/US2015/033186

WO 2015/184262

i
I

/20

12

L S e A e A L A At R

e e

SR

et
S

FIG. 4D

23

e

AR R A SR R R A e R A A A R

FIG. 4E

K

narmatize%x
abundance



WO 2015/184262 PCT/US2015/033186

13/20




WO 2015/184262

14/20

PCT/US2015/033186

—
L ) an o

relative cell proliferation

A}

RS

o

$
3
S
SF
S
£
&
&
N
S
RS
A -
S
&5
S
S
S
&
a
S
&
S
S
&F
FF
S
S
&
&
&
S -
;¥
NS
R
S
o
D
&
&
&
\&
W
o ;
S
K
Sl
o &
N —
& §
&
&8
o
& &
& ot
&
&
e
=
Sl
s
s
RO
o -
e
\\\\\\\
Y
=

AR A

2 3 4
days after flow sorting

5



WO 2015/184262 PCT/US2015/033186

15/20
30 : , | | | | |
— untreate.d untreate
25| ~=~~ Casg9-orP |
5§ | -~ sgEBVI-7
T 201 |
QL
°
o 15+ |
o
L
D
= 107 |
% Cas8-oril?
5t p
S sgEBV1-7
\\\)\\ﬁ\“‘m\\)\w

R R L



WO 2015/184262 PCT/US2015/033186

305 -
311




WO 2015/184262 PCT/US2015/033186

17/20

Cell infected by virus

¥
Obtain therapeutic

’
Selective sequence

N
introduce into ceall

¥
Treal infection




PCT/US2015/033186

WO 2015/184262

pEco6d Insert

Fef HBY

FIG. 10



WO 2015/184262 PCT/US2015/033186

19/20

FIG. 11



WO 2015/184262 PCT/US2015/033186

20/20
el®
and fof §3{§
(opL© m@\e&%@ Promoter
gRNA _ Therapeutic

Promoter

O
{optional)

FIG. 12



