PCT/US2020/026445

WO 2020/206162

1/33

Dilod?

s

JH

<2
oI

Ssgy

AN m,ng_%m%” O T

§

(2]

J

gy



WO 2020/206162 PCT/US2020/026445

2/33

\
i
i

Jl Bleed (Flasma

v
v
V4
FIG. 2

<>
[ T |
o= =2 e
= [ LD
G = <
< = =T
w2 <2
== ==
<, -
== e
<< =
R -
+ +
- <3
= ==
=X = o
7] [2) B
4
G
[ ]



WO 2020/206162

Week 4

Week 2

Week 1

3/33

PCT/US2020/026445

i
gRNA1
7/

Al

e 2 LD

gR

bt |
Saline

Al

L e O

gR

Af

e -;,,,‘

gR

{H+
Saline

FIG. 3

Saline

gRNA
7,

Al

T = =

gR

[ o]
= [y
o RED
<> oeen

{luyBu) vogenuaauoy




WO 2020/206162

4/33

==
——
*a_»,,q:r(w-:( =7 =I =T S
= === ~f
= O I Y O O O —
o LD T T Ty TN D TRES
TS o e S DR S
+ S¥ 3% Je 3= 4R 9% a8 o5

@fﬁ%ﬁ¢$$<§i®

4000 -

i
<=2 & L <R
= Lo=d &2
<o [ =] [
e’y ool g

(uno 18 peioajuy) 1004 uaasaloniy

PCT/US2020/026445

Log M

FIG. 4



WO 2020/206162

NON-REDUCED
M3

REGH4504

5/33

PCT/US2020/026445

M7

REDUCED
M3

M_a_r_ker REGN4504

FIG. 5




PCT/US2020/026445

WO 2020/206162

LU0

6/33

9 9Old

LA DO M 0 R S8 g PR U B

NATE Dt | UOX3 gy

R

Jiedas

1

=
P
2

VDL vlog T3udu T

e
=
|
it
E
.

UK gy

pasa)

-

4l

ao1u Apeal gsen

5 pueyy [evonppy,

| U063 G

PanCilal 8],

GRNATY T yhiod 13

~FRITE B A A 7 2 S RN

M

=
o
=
<D
]

U0 gy

DSIBNaL J8pI0 VM,

e

toxa g1y

il




PCT/US2020/026445

WO 2020/206162

7133

L Ol
YHYW
\mmm%muma 0 \mmmmq Uoneziennay
Ayjenb gy Joj gt
(exiz) Buspug 1oy ysr3
(061} ey Joy ysr1a
b
kg uooo o woo o wooo kg
\/ \v / \.— \P
.t_- :1_; ._.\m- .__1./
i bos
upop-aye] m spadjg m m uojoalt _

auijal | Juswiadx



WO 2020/206162 PCT/US2020/026445

8/33

<2 X LD
o O RS

TRy ey e
o3
[ omn T e TN . |

......... . %
)¢ b4 V‘V.vv‘i V‘V v‘v \v4 Q&‘
R RERELS /%3}
=
ol
ax
<
@
&3
=3
<
==
=2
g o
o :
% O
S T
e Li.
2
@2
o
azx
. |
=4
&
-
=
£
[ X}
(&
%Y
[LLAAERE IR ALK L] AR L AR L
<2 <D <=2 < =
[l < < o

a)

ofjy iw/Hn

H



WO 2020/206162 PCT/US2020/026445

9/33

FIG. 9




PCT/US2020/026445

WO 2020/206162

10/33

szumzzmg
OV SSHOY VZLOH LyNuD 2%

07 SSYZL OH LD
07989124 OH 1yd <
07S80YYZ4 OH Ly 2

0TSSHON Y7L OH I9Y0 #
OHSSHOY V2L 0T AMO T
ayds Gy upes B

Uigjoid ado[aAuz X7 0} SpyENOIY Wiiag Jo Buipulg

El

¢ Auo wnieg



PCT/US2020/026445

11/33

WO 2020/206162

I} o
0 & 0 U -
! ] m i 0
Au eipayy
OVZLOH O N
384N 9TYZL OH % - 000} m
830 0771 OH 0 w
880 077 OH - - 0007 W
S80Y 0774 OH 4 =
SSHOM Y7L OH 1SY0 ¥ o =
OH SSHOY YZL OTAND £+ Aug snip
ljes @
" - 000
OO Y

ST/ BY7 J0 Suonezyeney
gemwmwégm%z@wm




WO 2020/206162

12/33

A

- SSH0UVCL
- SSQIVIVEL
- SOV

SOV

- OH SSHOMYZL 1AW

- aUlES

10-

% Ta0NIUsieg

& 01550y YZLOH ISYD

PCT/US2020/026445

FIG. 12A



WO 2020/206162 PCT/US2020/026445

FIG. 12B

13/33
- SS{0YVEL
- SYVEL
- SSYYEd
- SSO
- 155404 YL OH ISY0
~ OH 30U V2L OTARD
€ oUES
T e e

il

9ldlueg BUBS O3 Y
OpryUBeN QU JO jpAeT] BAJRIRY



PCT/US2020/026445

WO 2020/206162

14/33

Z

0D

|




WO 2020/206162 PCT/US2020/026445

15/33

w8 DARE
7 B ust Ay
—ar /77 A

NRY 6% dyudeg
WNNB Ul Ay

FIG. 14

1500
1000 +
500

~

w/Bn | umioid 196ie] Wniag



WO 2020/206162 PCT/US2020/026445

16/33

57 Mouse Serum

~
v

sin

FIG. 15

higG Leve

400
300
200+
100+

w6 9By



PCT/US2020/026445

WO 2020/206162

17/33

oh

popasy| <~

puosidy -z T
S
WRBS U opppNOY o %
\
slijeg  —o- N
P

Sl 27 0 Uone?

Biney

LB 3570 /50 U 7 NI PRIRARQ AV BN

DAuoepely

0001

—- 000

1004 JUB0SaION4

A0 (180 Pejosp

1



PCT/US2020/026445
18/33

WO 2020/206162

ARIIE
u > \ _ 8 A vy } m .
uojosi nj4 @ bopoalul Apognuy | (puiseld) poaig Nm, Uofosit d 4 uonaalul Ay Logoall) auieg
W5l oleg
tr 1 L EO7ENO Y
I 4 ooy
I 1 B covaa vveain
P01 T 5078 Yo Avy
P 1 F os 0 vy
I i T aupeg

-



WO 2020/206162 PCT/US2020/026445

erum
&

d
$
E

Circulating AAV-Delivered mAb
Levels in BALBIc Mouse

Below
Detection

FIG. 18

Inserted
A

Circulating AAV-Delivered mAb
Levels in C36BL/6 Mouse Serum
A

Episomal
A




PCT/US2020/026445

WO 2020/206162

20/33

61 Old

qyw ueBoygeq-iuy papasty o
qyu usBoyieg-nuy jewosidy ©

Qyul usbouied-Huy payling-OHO + Wi ]
} o7

-0 h

U0 uinieg

- 00000

- 000002

Salpogiuy payiasy] pue jewosidy
jo Buipwg jusjeainby



PCT/US2020/026445

WO 2020/206162

21/33

0¢ 94
T AT,

TR

I 1D O TR M

N
N

%
WAC a7 M (i
whodk, oA sson | vz WA LT mbony 1wl
ERAAs, %\o\\\m\\“\w\\\& 1417777772 7%
959 wuwy
Aupeuonauny Joj Aessy uonezieinsy
Ayifenb gy 10 M
(eyrz) Buipuiq Joj ySI13
(5byy) sa3 Jo1 ySI13
A
oM0 950 0 %20 00 0
23
umop-sye| spasg Q%mg

auljawi] Juswiyadxs



PCT/US2020/026445

WO 2020/206162

22/33

I Bo7
¢ B i 4
| _ _ (AU epeyy
o0

LU
LA
...................................... el gy snuy m
Y - palest - 2
160 - oSt - e

g -[ewosey -o

60~ Pu0sdy -o-

OpNO T Polng + Lniag aleS o+ - (00

sai9adg - jewiod susbsuel]




PCT/US2020/026445

WO 2020/206162

23/33

%07- 4Bl Uaym 9

A ybie

a

Juslliadxd pu3
) feg

¢¢ Ol

¥aeyg eyl

afueeun

paslg

auljawi] usuusdxy




PCT/US2020/026445

WO 2020/206162

24/33

1U0os)aQ

A ANE . a7 1 g

-0}

3} = e o o oo cxn

JBAITS 9500108 53 B

- (03

BLUOS|d

- (004

aBiusyeyn-aid Aeg | sjonaT wnieg oy

561y

w/Bn



PCT/US2020/026445

WO 2020/206162

25/33

Ve Old

o
_—
- s

<>

gy BY7-Uou - jewosids —

SUleg —

98001 Y01 BYZ-0Me - payasl —r—

850(] UbiH eY7-ue - pUosy —
980(] MO BYI7-1U8 - [PUOSIAT -y

POliNG OHO =7

850(] M0 BYI7-)UE - paliasty -1
1000 papBINn ——

aBuafjeyd ey17150d 9l HyN1JO [eAIRing




WO 2020/206162 PCT/US2020/026445

26/33

Episomal - Low
Episoma - High s
Inserted - Low %

Insered - High 2477
Cho
A0 72
*One in Low group BLD

—— Uninfected control

[
5__ -—— CHO Purfied
0 ey
= P ek 2 35 g/
EL A Bl T == 10N
2 —L- <8yl
i n-_l
b
[
20 ol s -2 Odle
B e -+~ Episomal - non-Zka mAB
012345678 910111213141% pisomal - fon-Cka mA

<2



WO 2020/206162 PCT/US2020/026445

27/33

hlgG Serum Levels in Test PerY and HA Injections

Inserted - Day 12

1000+ ] X
Episomal - Day §

A0 i i
______ 100 -
E
T

Below
Detection




PCT/US2020/026445

28/33

WO 2020/206162

I B
o I g iy 0l |- s £
EE%%:_L Hdekderd TRE ,‘ i Loi
¥ mw W\.\Qut .\,\m.% o
0 Am\ - 000057
AOUB - DAY o \ - 00000
flog-Jue - euosidy o - 00006, =
WNJas Ul AU peling & 0000001 W
S Ul oG U pang = =
BY7-IU - [PUOSIET -4 - 000051 E
Jewio auaBsuei] - 00005} e
- 000061 ==
- (000002
- 0000677
- (000067



PCT/US2020/026445

WO 2020/206162

29/33

AR - paiest] ~-

Aot - puosidy o

LUNJBS Ul A0 Hue paging -

A

2 pal
S0 o AT e

EN7-JUE - JBUoSIdT -

Jeuiiod sushsuei)

L¢ Old
i moam

R T T L
TE‘.F\_.L;&L} m:_:_m i m:_:__ H m_::_m i mm::__ H mm::_m i

L)

S




PCT/US2020/026445

WO 2020/206162

30/33

.......... YU - PBLSSY] -
YHHIUR - jBUI0sid] -o-
Lini88s Ul YH-ue palng =
figo wnisg

| le<-e paing -+-

-l - e =

B 1
£
—e= i YHUE - pRYasY| -
TETE e - sy o

o s U hve peng =
Ba quymepyng =
BY[7-0e - puosidg -+

0
punoifyoeq
- 000005

- 0000001

- 000005

0000002

-000005¢



PCT/US2020/026445

WO 2020/206162

31/33

o

subis [ealuo 10

b0Z- 1uBiain UM oS

100

JusUiBaxg pug
L g

Hieq Ybiem

4

0¢ Ol

S ALCNEL T

Suijau ] Justupadxg




WO 2020/206162 PCT/US2020/026445

32/33

e

<5

&2

3

(v2)

=,

&S

=3

<

3

a3

2 .

A &3

5 2

= <

7 —

[ &=

oD Lo

3 e —

3] B £

.@;_ Qa2 Lawy )

= =
— <2

€2 = S

= — D

o L @

[ ] a2 g)

ax e 5 a2

Py = 2

= =2 ©
[

R o S

= eo®
Yy =

% o3 o

= _& *
<4 e \. s 7Y

FIG. 31

Circulating levels of higG pre-Challenge

o v o) e
< < <

<5 ~=

=

w6 9By



PCT/US2020/026445

WO 2020/206162

33/33

d¢e Ol

sfeq
Loy 8 b g 0

_ : : 0

& (00
U 9Y) - L
C=U MO S -o- &
6= 01100 80A08| -+ g &
0= 4B 1y - =11 A0 BUB0RG - 5

C=U MO Y —o- 0= ‘pejoauiL) - (8

g
| |
SOl o/gve

Ve 9l4

TR

G=U 4B py -

G=U 107 [) -

G=U Ui 9y -
C=ll MO} Sy1) -o-

C=Ui j01uc0 8dkjos) =
G=11 Lo euojoeq v
G=U pejaluiL) -o-

9ol 90

BAANS U038



