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FIG. 1D
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FIG. 1F
10 days post transfection
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FIG. 2D

) \m

+ + + + F FFFFFFFFFFEFEFAFAFEFFEFEFAFEAFFAFEAFEFFEFEFEAFEFFEAFEFEFEAFEFEFEAFEAFEFEFEFEFFEAFEFEFEFEFEFEFEFFEFEFEFEFEFEFEFEFEAFEAFFEFEFEFFEAFEFEFEAFEFFEFEFFFEFF

+ + + + + + F + F F F FFFFFEFFFEFFFEFF

* + + F F FFFFFFFFEFFFEFFEFEFFFEFFF * + + ¥ F F+ o FFFFFFFFEFFEAFFAFEAFEFFEFEFFEFEFEF A
k- + + + + + + + +F F o FFFFFEFFFEFFEFFEFFEAFFFEFFFFEFEFEFEFEFEFFEFEFFEFEF A FEAFFFEFFEFEF
+ + + + * + + + + + ++ ++++ o+ttt ottt

L + + + + + + + ¥ F F F FFFFFFFAFEFFFEFAFEAFEFAFEAFFEFEAFEFAFEAFFEAFEFEFEAFEFEFEAFEFFEFEAFEFFEAFEFEAFEFEFEFEFEFEFFEFF
1 +F F F F A+ FFF A FFE A FEFEFFEFEFFEFEFE A FFEFEFEFEFFEFEEFEF R+

. + + + + + + + + + +t+F+ ottt ottt ottt
== = F ¥ + F FF ok FFFFFFFAFFFEFEFFEAFFEFEAFEFFEFEFEFEFEFEFEAFEFEFEFEFEAFEAFEFEFEFEFEAFEAFEFEAFEFEFEFEFEFEFEFE A HF
[ + + + + + + + +F F o FFFFFEFFFEFFEFFEFFEAFFFEFFFFEFEFEFEFEFEFFEFEFFEFEF A FEAFFFEFFEFEF
+ + + + * + + + + + ++ +++ ottt ottt ottt

+ + + % + F F ¥ FFFFFFFFEFFEFEFFEFEFFEFEFFEFEAFFEFEFFEFEAFFEFEFFEFEAFFEFEAFFEFEAFFEFEAFFEFEAF A FF

+

+ + + F FF o F o FF A FFEFFFEFFFEFFE A FEFE A FEFEFFEFFEFEFFE A F

+ + 4+ + 4+ + + + 4+ + 4+ + 4+ 4+ + 4+ 4+ 4+ + + + + + + + + + + + 4+ + 4+ 4+ + + ¢+ .+ + 4+ + + + + + + + + .+ + + + .+ + + 4+ + 4+ + 4+ 4

FIG. 2E

L. .

L}

7 Z

+ + + + + + + 4 ++ + ++ ++ A+ttt
+ + + + F FFFFFFFFFFAFEFFEAFEFAFEAFEFAFEFEFAFEAFEFAFEAFFEAFEAFEFEAFEAFEFFEAFEFEAFEAFEFEFEFEFE A F
L + + + F F F ok F o F A FFEFEFFEFEFFEF

LY
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+
+

+ 4+ F F o+ o+ FFFF A FFEFFEFFFEFFE A FFE A FEFEFFEFEF R+

PO Nl Y Yl Wl VN S Wl Nl TN W Nl Wl VRl N Nl VRl Y Yl Vel VA VL AR VAl Yl WAL TRl Y T Wl TR VL Wl W Y N Nl Y T Nl N T N Nl

+ + + + + + +++ F++ ottt ottt ottt ot
+ + + + ¥ + + ¥ + + + + + F F F FFFFFFFEFFFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEF A FF
+ + + + + + F + + + + + F F o+ FFFFFEFFFEFFFEFFFAFFFEFEFFEFEFFEFEFFEFFEFEF A FEFEFFEFEFFEFEFEFEFFE A+
+ + + + ¥ + + ¥+ + + + + + F F F F FFFFFFEFFFEFFFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEFFEFEF R FF
r F F F r r r roror + + + + F FFF FFFFFFFEAFEFFEAFFAFEAFEFAFEAFEFAFEAFEFAFEAFEFEAFEAFEFEAFEFEFEAFEAFEFEAFEAFEFEFEAFEFEFEFEFEFEEFEFEFEFFFF

+ 4+ + + 4+ + + + + + + + + + 4+ 4+ + 4+ 4+ 4+ + + 4+ + + + + + + + + + + 4+ + 4+ + 4+ + + 4+ 4+ + 4+ + + + + + + + 4+ + . + 4+ + + 4+ + 4+ + + + .+ + .+ + + 1 +




PCT/US2019/028377

WO 2019/204766

S/19

FIG. 2F

Y
aidala
74
_._uu_.__..___"-._.__“‘
ek
LA
s

[y oy " ]

P |
£YJ ,ﬁu

e 22

.....

P+ 1.15-.?11‘“\1\‘_.‘.%‘%%\“\“&\-%*._.._.._.._.._.._.._.__.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._.._..1._.._..1._.._..1._.._.._..-._..1._.._..1._.._..1._.._..11
-

II.lItI.t-..___I.____I.._.\.UI‘.II..lI.II.IIII. N N N N N O R R R R R R R R R N O A D B R
Ll ettt I e e i A RN R R R N N RN

- -,
- e m \T-h\.h%‘.&.}..‘“‘““l__.__.._.._.._.._.._....._.._.._.._.._..1._.._..1._.._.._.._.._....._.._..1._.._.._.._.._..1._.._..1
\H.lt.u_li..l‘-._-*l.‘“\t‘t A L N i i i R R i R R i i R R R i N R A N A A ]

-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-
-

L N N N N N N N N L N N N N R

....
e AT
- 4 4 45 5 5+ 54 FFFFFFFEFESFEFESFE S F ST
..‘ L N N N N L N N N N N N L N N N N N L N N L L N N N N N N N N
- x..1.1.'ii.‘-‘.‘.I.'.'.I-‘i.‘-‘i.‘iiiiiiiiiiiiiiiiiiiiii

R R A R N N R R R N R R R R R R R N R D D B N R R e N R N
.l‘..l\.lj.‘i..\“lﬂ\.-t\ P A R A A A A A A A A A D D e D D R N N M
= d F F F F 5 FFFPFFEFEF S EESE ST
h\i‘b\n\“i\ll.“‘li.lﬂli A N R N A R R R A R A e B A D D A R D B N A D B
= F R R NN N N R N e
LI d F F F FFFFFEFEFE S E S E S EEST

.H.Hﬁ‘h‘“‘-lxv.vr..i‘l\l‘-l\liiiiiiiiiiiiii + ¥+ LT

TR p D
Lilﬂ.l_u-_"‘__-.-lu_. ._.li..h__-.__.\_.__-.__h._-l,.-_....._.-._.-._. ot “._.._..__“.__._.._. .__-1... T e et ettt S
- i‘h‘..\-ﬂ'\h“l\lllll‘l‘l_"l“l‘ a *FFF S BRSSPSR R

R T
s

111111

S

Hawws A

l!.l.ll!.l".%

- .

-

. 4
-+
L
-+
-

-

.
L

-
-

-+

-

LK
L
+ ¥
-
-

-

-+
-

LR
L

-
LI

+ 5P

L N
* F ¥ FFEL * ¥
L B

-

+ ¥ ¥

+ T+ T

L N N N N N N
L N L N N L

* F FF

+ T+ T

+ 4 ¥

- 4
4 4 b b
LI I N N B ]
L B B B B
L B IR IR
-

+ 5P
L N
+ T

- r T

o S
A

LN L BE A N | r r r rrrorr

o I.I.l.l.l.ll.!lll.llu.l._.l..!lllll FrYe - - PP ..... X
AR R, "x".ﬁﬂﬁxﬁﬁuux R i

Rt

10 %

-
-
-
-
-
LI
L]
-
-
-
-

LEE B
-
-

-
LI B R )
L]

- h h ok oh ok
-

-

f T

L]
L]
-

+
t.‘..l.llll.-l‘..-.-l._.ﬁl.- .

o

[ ]
[ ]
n
o
|

1xxx\huxxxhhmﬁﬁ&wwmﬂmnww“ %

-
-
-
-
-

-
L

L
-

LI
L]

-
-
-
-
-

LI

11111
11111
111111
11111111
11111111
111111111
111111111
11111111
111111111
111111111
11111111
111111
111111
111111
11111

11111

1111111111111111111
111111111111111111111111

1111111111111111111111111
111111111111111111111111

111111111111111111111111
111111111111111111111111

111111111111111111111111111111111111111111111111111
ii'..‘h 11111111111111111111111111111111111111111111111111111111
= LN I I 3B g o oW W r r yr_ r _r _r r r r r r r r r rr rfr rFfrr rfrrr rrFrr rf Fr rfrFr rfrFrr rfrFrr rrrrFr FrF FrFrFFrFrFrFr*FrFrFr*rFrFrFr*rFrFrFrFrPrrror
111111111111111111111111111111111111111111111111111111111

11111111111111111111111111111111111111111111111111111

1111111111111111111111111
11111111111111111111111111
11111111111111111111111111

111111111111111111111111
111111111111111111111

L s, A . r r r r rrrr rrr rrrrrr

11111111111

s e 00

mow w

L
+

L J
vl o
" o
[ —__. k
[ 3 ___. L_
[ +.-. L_
[ - —_.-. k
[ 3 ' +l i L_
[ -|I. u_
[ -
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
- T
v [ |
- - r .
v [ | -
. R il
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
P - v [ |
v [ |
L3 | |
v [ |
q J v [ |
L3 | |
v [ |
v [ |
L3 | |
e o -
v [ |
L3 | |
v [ |
v = &L
- X ]
v [ |
v [ |
L3 | |
— - '
v [ |
L3 | |
o .
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
.
v
-
. il
e e l.l....l.l....l.-.‘u...l.l....l.l.l.l.l.l.l.l.l.l.l.l.ﬂ.lul.l.lul.l.lul.....lul.l.lu -lur o
v ' I

Ly iy g e Lis Lol { gos

e wre] et

Wl “BO1 wNHDS 15100

| 3 -
l_._.v L_
[ [ L_
[ __—. k
[ 3 _._._. L_
[ F o L_
[ .l.-. k
v o
" o
v o
v [ |
v [ |
o [ |
v [ |
v [ |
L3 | |
v [ |
: L
- - \
o [ | r
. ] ¥ il *
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
o [ |
v [ |
v [ |
[ . "
v [ |
v L _ n._u.r._-
p el ¥
o [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
v [ |
v [ |
o [ |
v [ |
v [ |
L3 | |
v [ |
v [ |
L3 | |
o [ |
v [ |
L ‘n
v [ ]
- !
-
n 11!..-....-‘
._.-..-..-..-..-..-..l.l.“.-..-..-..-..-..-..-..-.._q.-..-..-..-..-..-..-.J.-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-..-_....-..-..l.l.q.-..l.-.,"_..-..-..l.l.-. i !
o ' ! a a )

“f " ot N <6 T LA i R 90

g 4 700 wNghs 1800

14

"
o
-

FIG. 3A

ikt (B0 YMUGS T80

e

Non-targeling sgBNA ing;: TPM

TRM

i
5

RIA Tog

g S

~Largel

MNon

7 TPM

O

‘
L
y

-

SRMNA

Non-targeting



PCT/US2019/028377

WO 2019/204766

6/19

e i e B e e B B R

FIG. 3E

FIG. 3D

i e e B e e B B R e i T i e B R e

11111111111111111111111111111111111111111111111111111111111111

..1‘..
1

i

TI15
NS,

e L

-
N
L 9

¥ 1 ¥ i ' '

.n -.- ___._.r!..w .-r.___.” -..._- “_—.”__..__-4_ 1__.._-._- __.._r_-.

F.__-_._._... ..:-_..___.. whi“ by ﬁ.ﬂ.n..

= it e ==

. e . E ' .
anjea-g Viog-

! '
i o
1 ) ]
! ; .___
1
1 b ..“
“ _ ,
' ._un )
m 15
r )
r .
r )
r )
r .
r )
r )
r .
r -
r v
/ |
r "o
r A
r . C
v . .
r ’ )
r )
r . .
r )
r )
r . . P |
-.. . 1....-..‘
¢ v PR
; 3
; %
v S
r .
r
m.ﬂ...z..
naiy ey
L ant .
i cd ’
1. ' 1
.
r
r
s
r
r

11111111111111111111111111111111111111111111111111111111111111

]
]
]
]
1
-
]
]
]
]
]
]
]
]
]
-
]
]
]
]
]
]
]
]
]
]
L]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
.
]
]
]
]
]
]
]
]
]
]
4
]
]

5
it

o T .
L - - g
h___._\ u..“_._ [ LN _.JJ.-

anes-d Yifor-

Ea

R
i

tog, Fold chan

fold changs

-,.
-

100,

tog, fold change

FIG. 31

FIG. 3H

FIG. 3G

il
; e
. -t :
" |
. .__."_uum__ :
< A
7 =Yy L |
L . ._._.m.__.m__.- ”-
s w4
oo - e W
‘S 2
f ) ...- -_1
o W
it oy a
s e
Ll - i
.I-ﬁl-.l
7t

]
ﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁﬁ .ﬁ.n o e- \n.m
L] ol L ey = Ty C
.....“l..“ﬂ. - .ﬂ..!i.... e h“. _.-.1.._-_1_.. a.ﬁlu..u
A ; e g 7 s
s U g™, I .ﬂ.m ==
AR R s A
e
............................................................................................................................................. 1
_ %
” 7
. ey 45
” -~ m\\
. o Y
o v
1 i
ﬁ__..,_ﬁ,,._. i ,ﬂ. %
s.-.‘..i.l- Lk \ -
LA ¥ _.-____.._.___ “\\\\-
yoh it %
e T \_\
- . .11“_......". \s\x“
by o \
oo e, 2
_ s 7
Er 4
o o
o vy
- mmen
o
AL
- - i
gEa o
el
v
Ay .
i
Ve - i
il \
it A
|
i
Z
| lllllllllllllllllllln.lllllllllllllllllllllllll m-mm - .l.l.l.l.l.l..__-..l.l.l.l.l.l.l.l.l.l.l.l.lq.l.l.l.l.l.l.l.l.l.l.l.l.ﬂ.l.l.nl. T T N I..m
il ) o o I__...l.. g
I “.r o i 73 o6
Al A 5L e L

o oy s hoby

{bdei )} HIDIGEEIIXT

B S

o 4 i - . o

ﬂh td ﬂ‘_f r\....“ L7 W
I ik . )

Y e T s 4 .

\JJ.“ n......_-._n .1-....-_.-

E
T
'hw
'-...:.
A
“1
lj‘l
i:-:-
ey
>

4 R 1-. ""L-.‘.‘ -
LRSS naokolren

7

%

.ﬂt..,nru._,“.u_-...._._.ﬂ;
-r._._._...-..__w..-_.
1 .
4
i

T

s
._-..”-.

"4 r -. .
.n_..__ ﬂ."r_
e,
q-._.__-.. »
.
* w._.ﬂﬂ ¢



PCT/US2019/028377

WO 2019/204766
7/19

FIG. 4B FIG. 4C

Hel.a U208
153'5—;

F1G. 4A
IS calls

18°-

35%

- 18%

oy

w1

FIG. 4F

FIG. 4E

20

F1G. 4D
iPS cells

Hala




PCT/US2019/028377

WO 2019/204766

8/19

FIG. 4G

LB B B BN

% %YW ORORWOROROR O

At A




O 2019/204766

d
]
= [ ]
]
]

- mommm
-

o
- s mEam

PCT/US2019/028377

9/19

T T
B E% 4 d T T

LI
LI

- - ¥
B E %% h ok kT L

L B UL B B B B B
- -

. i"- .,*i‘h.\: - .
] W
A Sy L

L ]
= - 4 LI
LI B N B B DK B B

+

ok F
+

L] - -
bl L B B B B B B B L B B B B B B T r v+t + + 4 h" " EER

- LK B I N B I N B B ) L B N N B B N T v v ¥ + + 4 4% %" EEE
- - - - - - - *

- - - - - - LI

- - - T

] - - - L)
- - T BN

- - - L
L] + 4 T T + " h kN
- - - 4 - - - - L - L I ]
_i-l.-i-ii. - _‘1.4.1. . - r T 4 L

kR E R E Y A d T . . L B N N B B N

LR I N N B B B + 4 4 h b hoh kA
- LI I

* 1 - - - 1 -
B h &% 4 d T LI B B B B B B T ] *+ 4+ + 4+ 4 4 % "% A kB

T or v b b Aok kY% RN
" ]

v v ¥+ + 4 4t EEEEER

YTOEFEFEEFEFE N L R R T

LU UL B B B B B BN

- L B I B
-
-
-
L]

L
L I B B B . B

LR L O B IR B B BN

L] +
-
- +
L]
+ 4 L]
LI -

- - L]
B E kR EE YR ATy - L UE U B B B BRI )

Bk kR EE Y S 4 F T L] bk hh koA
- - L]

- L B B UL IR K B B ) T v v + ¥ 4 4 4 " " BN
B hE & ddF oo + L]

-
-
-
-
-

4 4 L]
L B N N B B N L B N N B B N T v v % + 4 4 4% %" B EEE

- Ll
kR EEE SR A+ FTT T
1

B hEEEEY %Y h T TT T T o

rr v+ F b odh AR

‘EE“
- +

4 4 h h h ok d oA

B EEEEEREERREFFTrTrT oy 1 1
L] 4 4+ T
bk EEEE SR AT o

LT ]
+-iii‘-iii-i

T T
r v v + ¥+ 4 % " " EER
alr T

T v T + 4% %" " hEEEEER
R T T TR T A i PR Wit Vet T Ve T T T T N N

EEE] L T P P P P . T P . E TG P TP P P P P .
+ & b ok hoh kA L B B B B BRI N
] - 4 -
+ LY +
]
+ +
- - - *

[ L] -

L] LI 4% 4 L]

P S N St S Wl Y




WO 2019/204766 PCT/US2019/028377

10/19

FIG. 6A

0 2 4 6 B 10 12 14 16 18

VS

FIG. 6B

T T Y u

*;5‘ *?;: o gt g ﬁ &, 9
@a FETETLERE

AllHn-one fusion wariaﬁgtg



WO 2019/204766 PCT/US2019/028377

11/19

= All-n-one, piGiv)
3 Sleasd-38-3L
OasB-KRAR

FIG. 6D

- All-n-one, pl112
= AllHnone, pre (V1)
o glash-3A-3L

Y cells with



WO 2019/204766 PCT/US2019/028377

12/19

—9-one, plf
SO, pTE

A

1

A

4

A

lF
e

.

.

'.'

+ F

[ ]

ol
7
P

r
a

a
K
[

L]
I

|

r
A
-
4
L
o4

FIG. 7A

— Pl

a-Cast "

4 4 4 h h o hh o hh o h ok h ok L B N N N N R B N N N N N N N N B N N B B -
I EEEEEEEEEEEEEE R Y EEEEEEEEEEEEE EE EE EEE " - R A E LR LR L E E E L e L L E AR L L EE L R e L E R R E R e R R R R EE R R EE LR E
. EEEEEEEEERERERE R R IR EEEEEEEEEEEEEEEEEEER L EEEEEEEEEEEEEEEE E E EEE EEEEE R I EE R EEEEEEEEE A R R R E A A e E E E R R E E A R E E E R R E E R E E E
*. L I N N N B N I N I N N U N B N B - a h h chE " YRR Y R Oh oA och YRR Y hhoh o od - - LR T U I B B N B N B N U B B N N N N N L U I I U N I N B LU IR B U B I U I DR U U D U N L U N L U I I U B B U N L D I I U I B D I I O I D B I I O I ]
L. . - . - . - - EEEEEEEEEE A N I EE AR T A A R EE E A A A A A E R - AR EEEE EE E E A R R E E E R E E A A R A E A . Ok kR M EEE AR NN L1 Y
- - IEEEEEEEERE RN 4 IERERE N RN RN R R R A R R R EE TR R . L T T T T T T o T T T "k EE
. . 4 4 4 o h h kA od H 4 & kR LI - o %" W %" %" " Y Oh k" " %" BEEEE R EEEEEETSR
] EEEEEEERER] L [ n L - e o u
. . IEEEEEEERER L L L '
L I I AL O B RO N B B ) - ] L] - . L]
' - N - L IEEEEEEERER Y 4 4 - L, L - ' UL -
LRI I L L T L L L] 44 44 4 4 4 4 - 1 4 4 4 4
4 4 4 o h h kA od LI L N B L B N B B N N B N N N N B B N N N N N R N B N N N B N N B N N B B B “ 4 9 % % %" RN 4 h 4 " T " R YR A oA LR I | - (B | - 4 LI B B B B B B LI B B B B
EEEEEEEEE E A E R R E R E E E E E E E E E E E E E R E E E E R E E R E E E e E E E E E E R E E T A R e E E E e E E E E E E E E T A E e A A E E A A A e 4m LA EE AR E E R E R E R ]
IEEEEEEEEEEEE EEEE E EE E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E R E E E E E ] AR E R R EEEE E R A E E E E E R E E E R N ]
C IO I AL B IO DO N IO DO O DL DO L DL DAL N IOE DAL O IO DO N IO DO DO DL DAL O DL DL N B DL N L B B N B N N B N N B NN N B N N N N I N N I N N N N N I N N B N N N N N I B N N N N N N N B N N B B LR BE U U DL DR I B UE B N UL IR B BN B O B B DL UL B B DL B B B
EEEEEEEE R EE EE E R E R E E E E E E E E R E E E E R E E E R E E E R R E E R E E R E R E E E E E E E E E E E R E E R E E E E E E E E R E e R E E E E E E E e E REAEE R E E E E R A R E E E E R E E A EE E E E ]
I EEEEEEEEEEE R EEE R E E E E EE E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E E I E A EEE R E R E R E R R E R E E E E R E E E E
W L L L N N L L N N L L N L L L L L L L L L L L L L L L L L R R e A A R A R A R R AR R R R e e A
' -
-
-
-
-
'
'
]

--r-r+++++iii++-r-|--r+-l‘il‘lllliii-l--l--r-r-llllIllll-lill--r-r-r-lll-iliiilllii--rilll
T

FIG. 8A

NR&E
BEFPfagged
FERIRIT RN 40

Transiect Snhwed iy Son foe
SR iranginohad aF M-gilansued
WRESGE Gafie SR




PCT/US2019/028377

13/19

WO 2019/204766

N T T o T o T o T g o g o g o o g o o T o o o g g g o T o o o T T o T o g o o g g g g o g g

‘-qu-
N :_'L
-~
-n
Tu

<

by
s

|||||||||||||

r r 1 “ n . t‘.ll llllll —...l o ’
8 9 Fa v Ty .l_“.”. .-..‘-I._. l. - - o - . _..._...E.-li. )
e BT AN e Lt . e
" et F R . L e
. = . . e “ 3
Fog | 27 sy e DT : ; . 7
T m T R [ L L S L R L B B L B R B L N N B R R N B B B L N I I ++ PP AFFF PSS dddd N a e
L] .ﬂhr.l..r-.-.l ?\ﬁ. .1..| FF 1 . 11...-...... -.1 L] __...
2 ! .-_._..__...1. res ....1[" FOn R . "__“.1..
- ...._. !1 - 1..!...1. v - r = .
Iﬁ . W Iﬁ ; " AT T

'r ; - = rm [ 3 x ll- r
A R H

1
1
1
_ R L R AR Y R R R O ICRCE .
- L "
1 .-—.. 1‘-I N - II i.l F
1 r | I - T+ pmn r
1 - !l‘\‘l._.!.. Fl ’ .-.l.._... ]
1 - a F - r
1 P - -1_.__._.ll.-ll-ll|.-....-l1......- L
: R . AN AN . .
] ] - LRt .
1 - r . . LI r
1 ..II -t . F - .-.I..__ r
. r [ ] . WLl . -
o _ e LR Ry 2 PRGE :
R ! I . . B,
'Y T - I S - ey
. O Pl ™ - e T T T T T T T T, -wm e - .
- 1 ad r F N - - . " . or
ST | - cr PP ramEEE - FaAN
1 L - » .+nll-lllll-||nl._.|._..1'.-|”...._. P LI ]
! ST - - i B __‘_.._..._. lllll )
1 - ] F . a r
1 a” w i - l.._.|.-_...._.|.v r
1 h_..-l1._.l_ ] i o, b4+ oama r
¥ - =R
1 o L ) ™ ST e r
1 T S » a ]
e _ PR A : it
1 ] r - F_a == = F
.{- . ...llﬁ-.l.__-.-.l....._.. ” . LEC I BN o .
1 w o, [ I
o 0 - e oM R -
- P 1 - ) ..-.._. F - r
.H\.n‘l.-l.l\-..._‘_._“ L . B - Bk 1 ”l....-. -“.u- - l” ] . " ._. K ' ]
- o e NN d ! . ” - oy T A - r
o A A . R " B
.i-..i-..“-..l.‘_....-\ﬂnl. EEE D D D e i N N D R N N N N I ...|11.-..-..._|M..|.-. ............... A e
- L N N L N N R N N N N 1 L 1 H B & F
\Hﬂ‘“&.ﬁ\.“.._.._.._........._.__.__...._.._.._........._.__.__._.._..__._........._.__.__._..__.__.............__.__._..__ 1 . . h L . ' g A m
.-....I R N R R R R R A B R R R R R N R R R R A A AR A N A ul-_..- . 1 Tat L ._1.__1| L 1.”IquLL| ]
L nI-‘lIl‘lnl...‘w.‘w.llﬂlﬂlw Th‘bhih“““““hh“h“i“i“i“i“i“.._“.__“.__“._.“...“...“...“.._“.._“.._“.__“.__“...“...“...“ - -_.u ] E“ 1 - -lﬂ..-.._Iu_.un s T . L lll__ ]
R o _al_ gl o R R R B i N . 1 oA - ....._..- F ....l.._li r o
— H _ h‘\\lllllﬁilﬂhllﬂlqklul!.v“ﬂ“““+iin 1 lhﬁ . .“ | +"_ LY IO - Fl o .ll......- .-.._._ ] q..“.-.
- A . 1 - I Fa Fl . ma e L B '
g 1 - R . - ._...-\.L : Tt e L
¥ o m"H"" .............. Lol - . 7%/ PRI L
“ ¥ ! . - o e -
I u ! 1 . LI oy ] P P ] P
L . . . . - " . re -
3 } A : : % [ D - - . . Mt R
-m.e lI‘.‘ - 1 i -l.-.‘... ..1..... .l._..- a - !ll.‘._ i ar -.u.__.h
1 ) 3 » Fl Pl ) o ey
1 - - 1 !._. - +*a e \_I
. 1 h _\_1..I._ T “ 1 n“ '] l”.l. o | pfal
tE Ve r & . " . A S
. 1 ) o Fl . LAl B .-
- d " R LY ".-. i L " “ ..-_-_..\ . =" .”A._ " -t“._._
s -
¥ . - ¥, < A e R T -Z G DA L IRy
F ol 1 : e - h - .1.1“_ : Fnr -
' . d . _.lI\ .lI__.. r LI . + [ |
Fl ! - . ' ._.._. _..1. - . o .l...l‘. . __... r .-\._
R 1 l- i . .-.+ .-..1u..“h. _ - - "._._".1.. i _.+. [ ] 1.-
: = 1 r - m - K - = a - Faor
- - - . 1 L. ’ - ’ ...“ i - , k_-\_“ ) e -lw.__
J | | | - L | - L ] — ] ] - L] ] ] ' .l.unI |“._-.l _I - .-. - . . +-.- I.-;.
1 - L ] - ’ N ] . .
! 1 ’ - I - » =" ’ s aun o l_.l.
- . - - . L L
4 ! . h 1_- o "Fm . B _..-l.ﬂ._
1 - r . . .
, T : i A - . o : O
B P : D, h- . L PR L
‘o _ : s . 5 IREPP RN
. g - - 1 i L _-._- _ . o, -.I.- .-_-_...__.... r .-.-.I
s I Lk . o e T
- = hﬂ!hl‘xﬂhi\.t\\-..ﬁ PR ll-.tu1 n- i 1 : - ' a - F] ‘“__.... P r
- Ii‘u .h%..‘...".% L .‘..' ¥ ii-‘.‘ii.‘ii.‘i-‘ii-‘.‘i-‘.‘ii oy r [ 1 : 1._ - —.. ‘_‘ - -.‘- b .—..1 F
-L.-..-L-.-.\.N___..__...__.___..\N L EE R R N R A R R R N R N A N B R R R B R ...‘-[ - - - ll.__1_. r - LI ....-.
- R R N B N R R N B R R R N ] 1 - - . » a1 rmm e
*.‘.‘xx h.‘ii.‘-‘i.‘ii.I.'.'.T-‘.‘.I.‘.‘.I-‘i.‘-‘.‘ I . . -I.l' ...... i-l ...... \.l -'I-ll
= L R N N R N R R O A O R R R B R A R B ) 1 + R r 2w - . T B
.. ...t.ﬁi\ R D N B N i R R N N R N N RN ) a . i ' .- - - . )
L] iy ...Li.l ll!.l‘.‘..!‘.% t.-.”._.._.._.._.._....._..........._....._..__._..__._.._.._.._....._.._....._....._....._.+._..__._..__._....._.._....._.._.._.._....._....._....._..__._..__._. . ! . - !l_\. - et . e m " r
T e T Tale] ! . s, .. : R R
O SR " - A 5 L 2 TR
1 [ | - - - - ot T T s - T e
1 - + 4 e Fl ’ ’ 2T
..J_l-j [ ! i L ...-.-_.._1”1 ” .- ] ¥ " ”..“- r
7t " % Co L P : e
...T\.L . -.W.I. ”.lu o -1.11 ) - . 1....|.._._..|l-.._..+.| - .
..... 1 -_-11 o ' 3 '] Fitam LI
e . . - r
_ _ s N e : s
- - 1 ﬁ.—..”.t“_ _.H._-” ._"._.-_‘ " - - .-..11.1\____.. - '] "..” ]
e _ i - - . O
_ e wF W, L. S R R .
. | . vll..“. ﬂ..__-_ _1.“- 'm I._...I......-.- ¥ s T ¥ e T o
-.-lﬂ ' 1 e - " ' .l-_“! ! _R___._L. ' i_ P T ._1...“||..||._..|-...._...-_.
oK _ AL e .v_.\u : .o cawa " :
'.:_ N . [ ] mx - . r o+ ] ra F .
. 1 r
1 F
1 ]
1 ]
1 F
1 ]
1 ]
1 F
1 “r
1 r
1
1
1
1
1
1
1
1
1
1
1
1
1

r ] - .
L KPP 8
AR T O A T _
A iy X

g~

1
1
1
1 - ....-nlnl......_. -t r
_ - : i _
- 1 ' Ih.-. L .-.-.|||L.ll r
IUL-.... 1 _ 1.-.._.-11|. . o, - . PR r
. . 1 L - B L-r+.1 r
! " A > . el
] r L3 P
1 r - r - o r
] A L
1 r ' LIRRNF N | LA m lh ]
»* .-..._ =7 W = = = = = = = = = = = = = = - "
- 1 LI - -_1 [l Fd FEES [ ]
" 1 w . ll._...-. .—..-. - Lt} .I.HIu.l... ]
o . oo e T e et L, .
IR, A T T e i PL R e :
- \\1&”[”‘”..“”“11.-1*.-11* _—y 1 .-.__..l... - l1.......|._..|l..‘ r
l.l!.lt.li.l “lﬂl__..-.-_".l\n.__ e e I“ | 1 ! N ’ aral r
- .u\i.ti__._l...l.._ e ﬂ 1 .__-.1.1.‘..1. F] I r
r h\u\t\\i.‘l.._.._....._.._.._.._..-._.._.._....._..-._..-.-....-._.._..-.-._..-._. r L - .....__.-.l.l.-
- rm LI N N M N A DR A N N D D D A A A A B e N 1 l.-.._..-..1. x - - F ] r
rm \\1‘\!‘5 LR RN A R N A N M D D A R A N S D D N N M B B M N | o ...l._. -
||||| . .._..-.K LB DL DL S L S S S S E L L DL DL DL SE SE S St SE DL E BE DL SE SE DU JE S S L L DL ) - 1 n_ﬁ..- - - - .|1._.|.....-.” r
r, R e e N N A N A A A A N M N D A A A A A A DE D D B e A B B e N 1 .-I..-L__..- -, PRt r
Lo Ll.l R N N N N S N S N N S I S R N R R ! 1 . -l-.-_ __..... - .v._.lul r
- EREE R N A N A M R D A A A A DE D D R e A A B DE D DE D e e M B BE 'y . - d [
. -In_l_-._.._.._.._....._.._.._.._.._.._.._.._....._.._..1._..-...._.._.._.._..-1.-._....._.._.1.-._.._..- 1 o - ’ " r
- - - .\l‘lﬂl..i-...‘m‘w e T T T e ! - 1 ' 2 -, L r
.li.lul_.- B 1 e T r - - ra s ...._...‘ ¥
“I..-.-_..l_-..‘ EREDERE R S NE N R R DR D E A N e e M N nr _.I.l ALE E F
.t-.-.l.ni.___ll.l‘ D D N B R R R R N 1 - Mt - - - ¥
] N R N R R R R R i R R R ] .-...ul-l.-___. B N r
. n NN NN NN NN - T " i B e e e e e e e e e B AN
.—_.l.—.‘.-.‘-n. lﬁ iiiiiiiiiiiiiiiiii ﬁ L +‘ L B o rm . —.—.
o ___.._....-._._- LN . o . A - l..-..-.. F
._._lﬂi ..-l._.i._.._.._.._.._.._.._.._.._. uu ! v e "y * * ) N
. I‘ [ B B 1 1 o .1_ s Ay ..1_..1—_ .-k
5 -;.L.\..- .l.l._.l._.._....._. L= 1 - A e i . o .
q.l.-._..l l.-.-._..__._. 1 ..-_.1 ‘l __- ' - .-1_“- T - ___.
T -...I.-..—_iu..l"-l ...l.l._..- . RN 11: -.” ............. .-....._.,..1- - l__..-. ) —__.
[ ] (W] “u " n ST o e "
..iI...n R 1 L .11 r = - - d - F
b L-.._l._._..l.l.m... 1 ] - !n.\_ ) '] r...__.”_ *o-— o o
' - T 1 = .-.._ ) i . cammae
] [} e T e | S T T K i ] ¥ ] .
il e .ll."_.-. r ! “\ “m v o el -_-.- R
. AR ! . - ' . . . A e L e
" 1 R = e = ¥ = = = = = = = = = = = = = = = = « =3 - '
¥, H-...Il 1 ] iﬁ._t_l-_-. A r - - l+.“.ﬂ ) o .I.-.l‘
[ ] L] HI..lr. - LI | - | 4 . [ o 4
! . T I._.-_.._. - a - .- T
H - ! . . -—_.ll-_-l _.IH.._ - l-.L..l. .-..-.—_—. L
- > ! . ..u...n......U o e e e
- " . -.... n r....nl-.ﬁ.l “ ”I_\-m_ “”_. “_.l\.-
a3 . 'y i - L] .-...1. Ok T,
t..lJI. - ! - -_l. l*M. s o - .-.v_. __-_.l._.
- " . 3 h l.lk\. r - - “ - .-.”_. l-_.-.-
i’ A e Ta " M o 1
1 . . L ‘.!..l ] . - - . l-._._. _..-..“.....
. 'y L - . . - N " -
‘ . - N s - - - - .
— ] ] ] — L] ] T — L] ] ¥ — ] T ] — ] ] L] ! " —“‘.“\-.!‘.v“\- ¥ _...1-. -.-Iu&ﬂ.._.u_..-.”. “ _”.."h - B 1711.-_..._ ) ”_. ”.-l....-
P o o o o ' 2 g g b gt iU L i ' rom o= .2, - et
. 1 : - " .1-l s - F *o- F] .....\.“_ h - L ow h ..-”.....
d . ] 3 ..x.l_ﬁ T - . - R ..-.-......_ LA
d 1 x ; Froern L] o Ok _.1“-
1 . l.ll‘."__. nl-. - - | LI
. o . At T - R
1 L _....-. i .-...71._ . ...1..._ ..ll“l.l et .-.“‘._ 1-_-. . ]
] 1 - -.l L .‘!..l..‘.l.... - - LI h.l.-
1 L 1r.| i} F i . Ly . " S e
- ! 1 ¢ 11 . ol e i -’ i -.-l._.._. bl .
1 " ..1.-. r .__l. s = - Tat am . t-_...
'y . - - i - " Lok .
hﬂm " i...-. " -_ = . “ |.nh“.._ " .1‘. T - - ”—. Im.-
L-.LL 1 » T " . - “ay 1.1-.! it ma
- _ ) " .. . i - " e
T Tt . o x -’ l._-..l" ................. M.-h.-.l P N __” B
_ ..._._,__ .\_v . - Ry R ._H.._..
" ok D o
‘v .\. "W e - F
1 # - . - - m“.v.- s e ot ¥
IreeE NN+ F
1 a n i____-. - . ....__.u_.__. F oa . ]
i . e a e e F
r 1 i F I | an ¥
[ T+ v
s ek - : ot o e e . A - .,
1 - - ' - rm F ]
[ n‘_ F o o e AR E RS v
1 .-_..l - * oA ._..- ] ___.
. ! r 1”._ ! . " .l..\u.-.__...... " om Yr
1 1 [ ] [ ] - [ ] - - ]
- L] - - - v
" rr o ] 1 [ ] ] . - k
.lI.lI....l....ll.I_.l_..l-_.ll-lIll.‘l_..-l..-i.u.l-.. ._.\._...__."ﬂ.._.‘__._....._.._.._. F b Tt F . TTsmrmmmmEPEETT T S T
. t-il.tl.t-.i‘t‘v.l..l»iwt‘l‘ti.\_-_-_-._............_.._.._.-.-..........._.__.-._............_.._ e ¢ . - r+ FasJarFFFE RN+ 0N ]
.l \l.\ﬂlﬂ\“lﬂlﬂﬁ e . ! r , . ..l.LlLl.LlL.-L.-......-»._.1'1+.....1 am = mm - Ye
K ﬂ__ 1 -II._-_.._ .._11 L N - .l-ll_.-.. ___.
1 .o x - (] 3
1 .I_l.A .lt_qi-....__.__. - B __.l o
1 r Y i -’ i Ry
) 1 1.“__.._ .m.i.i > - B ' o
1 I.J ' hv F ” ._...-..-._.”
- 1 - 1 _..-l\‘ F] o A
. s . 1 l.h_ N IIH ] i Fowom et - o
ot ot 1 S, - L - . ....“.__..m1._ - - —_”
1 -l.l.J pl 1I..-.n_. LA I.l-.-."_.nlllln._..l L
] I . 1-..._-. L. . l.h. o e e e e e e e e 1|L|.....-.l ..... ',
1 = . A - > - A i r T ]
1 \"_- ._“.l.n- .t s . '] W
- - rom e - ermmrT r
" at i % ) ..-ut....., e S rat RN i
— — _ s e L e, . o, im0
. _11... [ ] T - _‘. . . .. LA I _._.
o Lt " L v
1 ] a - - - "+ ]
¢ - s e L] a et v
1 _1|i.- L] lml...lm.______.-_q-. L _.ll.....l ___.
1 e - T mm L
1 L I ’ - l.-l..”.-_. . L
1 l.“ .. F] - . .-..l._. H
_ Is_x ol . - - . - I..!-.u LN
" ............. ror ...“ fr T T rrrrA T T T T T T T TEHE T T T YT e et rrrrem .|1........._.|__..|__..|.__.|__..|__11._.+.._._. ||||| hu_.....
1 " .. . aa - . om
' " e A e T .o o
1
1
1
1
1
1
1
1
1




WO 2019/204766 PCT/US2019/028377

14/19

FIG. 9C

+

- - "‘u " '11-.
‘iiili .-i_ .i.rl".ﬂh u:‘:.kﬂ'h‘ﬁg‘h ._h'lﬂh 1 : 1._ "|q_ 1‘_ I"H-i-'al

‘_ + . .

4 4 4 4

= L

‘.\:}“‘-l‘\'-'lﬂ‘_. -‘Fi'“r"ﬁl'“!!.":.;-..“'
n l|-|

Tyt

+*
+
+
+
+
-
+*

-
T
-
-
T
-
-
L]
-

* * kot

4 4 4 4 4 4 4 4

Y

rr

A 4+ 4 H HE EEEEBHR
a4 .

Ll d AW ER

4

Tt LT e AR

PR
N F &

P
PRI

1 F-Fdrd-.F.-.-J*. . ... . . - . . .

',r-"_d-_d-_-"'_"."‘."'r .

1 'FF-F."F-‘

..llll-_illll-ill-llll-l-il-l-il-ll
mem - -

T e e
4 l-‘-l-‘ilIIIl’I,-l'..-
i+ sEEEEEN

a a g
+
-
- B R FFEPFPF &4 -

'.--"-".- N

- m
L -

'
- - .
s

I“ LB L B % % "N + % % %% B " %% % [ B B I B [ L B B B | L B B B B | L L B B B LB L B B LI}

A

i

Y < 3 Caloulste growth
phanetype
09 SQRNA mnniohment

el dudaisings

AT

! f.fj
L
o o

Tranaioet  Sortesls | | it [T} finad

Alinony swessing shast of st of

RSN sibvone b growth soreen IOWwilt SUTREN
S .-'x:t -.. :

A,

5
5
E
E
5,
5
Z
5
?
3

FIG. 10B FIG. 10C

e e T e e T e e T e T e e T e e T e T I T e e e e e e T e e T e e e T I T e T e T e e T T T e T T I T e e e T e e T I T e e e e T e T I T e e e e e e e e e T e T e e

- )
.h ' 1 EE ok B )
.‘ I L - I
\ . i .
.‘
\
)\
o ' : : LN ' - 2 : " N :
N : . . . : . 5 : . . N _
3 PR - N} : ; : ::::::-“-: : : RN ;
3 T N T - ) -: g T : : - -
) NRPRRINE BRI ' N ~ : ; SRR I -
s . _\'1‘_1 _‘t:h.:l : :1:“{:; \\ \ L] -...1_+_ n.\.l+l., - : : 1 : %
3 : : & ....................... : 3 - : 1 1 AR
\
.‘
\ | |
h L : 1"h , : : I . . :
. . \._ . . o P, e e e e . .

3 D R T .\‘ Fawit X0EEY ; 2 ;. 3 g
h : k. : : ::,, N . -
\ -':..'I * . > | ] r"'q '-'.H . 1|.I'luiI : " ':‘ I‘:- . b -' i r:
N - e v o, -‘\...t. e o mo
k -'-.“"I :’3-:.-::‘! -::-. -I-\.:I'I'I'I'I‘I ‘I.I-."I. L B B 'I. 'I. n 'I. n '-1 = N“"I'I‘I-lﬁ%ﬁ% x‘# H‘h | | I‘.““ * tm%% H. H‘.‘I -"'I'I'I‘ ‘?-H-\ d‘ =~ ‘-i‘l.rl'l n '-“
I : " Sl o ¥ R " ™
y o : i - St ' :
s _;H L B S R A R B T P :
¥ o :
Y W : .,
h - __--Li '-II ._: +: ................................................ ; .............................................
\ [
3 :
h ___________________________________________________________________________________
3 WS e e TR :- o
o * . :
H . |‘I -. 4 - ' "l, 1 . . r
3 Do TR NN e . & . :
s o~ wo ':'-..'L-..l-..\.:: : R . 1:.": 'u.l":"" . %{:‘:ﬂ:‘: . :"" H-‘:‘-:'. uu:;-:i *'m.t;;.:u *:.*..;'

. |I | ] hl_'l. . II.'-'I.'I.I.'I.'I.'I.'I. 'II'I'I.'I.':. 'I.'I.'I.'I.'I. L . " + I._ - [ ] LI | |--
h " h * - ) .‘E . P "‘::H,_ I L] 'ﬂ:::g"?:?:: ’ M '-'. "~ "' a* " - ':
\ -.I .:1 I ‘I . . . * l-- .- ) v 1Il.l. :-
3 % : - T, < :
N O S N NN T e SO ;
u 3 AL N :
.‘ "I-'. [ r-
S \ . g
Y : - -
. K "
h A : . 2
.‘ ‘.“.._:': _',.. ': ................................................ T T :
s B, L L L L L ¥R oREoREREERoRR L L R L m LR E R REELEELLERELEERERERR R R E R EEREERR ‘ ------------ ' R R R E R L EELELEELERLRERRLERRR LI L L L L T R R T T A A L L L L n
\ - L - - e o= n -- a - - n - Ll L
3 BN CNGEY TRTeE T VN R NN F AN NN Y
"’l - "
N ! - - h '\.I-
Y ~d b +& Kb G R +4 &
\ . -
3



T L T o L L L

WO 2019/204766

FIG. 10D

: 1|- l'l|..I L] |..I "1'_.‘1-' [ ] LI}
RS P RN I, SRR v S
e '

..
A

-
=1 . ]

w s a2 a2 = oaoaoa
-

-

o s T TARE T
MEEIEER Y LIRS

WA

el
e

5
LI T T T T T |

I ZAAZA AL AR TTE "
- ¥ .

'-.l I-_-r

-

. L3

. N v
. %.

. s

o

' ' . ' '
TETATTTTT DT AT TWATTTTTATTAATTTTTATTATTTTEATATTTT AT AT TATTTT DA AT RTTTTT AW T AT ATTTWT AW AT A ATAT AT AW ow

- l._-.'l. 41 - "4 '-"t.\,-l mww T 1I|_il -
R A IR AR G TR Yl

4?:- .

+4 kh

15/19

PCT/US2019/028377

FIG. 10E

+ P FEFPF

' ' 1;.:
-‘\m- -‘-'u --+.1;i. -h
i, o & ! it :E

‘Ii'l -4 -i‘ r.‘ LRt '-. . ---1. .'-'.Il-‘T-‘ ' -
L AR Db o A S N : S s
A e S \‘%
LY [ T ] :.‘:‘:.'_.‘r \
: N

. 1 - 'm W . . r
. CL LR ) "o e W ' L] . . .o . "
Cb o SNNSRERR T T s T T T
X R .;"'l-";_"u'w-‘-‘-.'-.'-.":‘n..f-'w ' 1._._. t-l.. 't:'._ A ‘ﬁhhhhhhhm}'\‘}%‘:‘%ﬂ‘b%‘.N:_'hh\"::..l‘:ﬁ‘ﬁ:‘:;_bgﬂnﬁ-“?ﬁr& "ilf'?"_":h‘- .‘.‘-*.‘-.i:..x..
e . : £ T N ) b -‘:-". ' e M LT .'| ] _." e ot K :
";; . ' r llll':l :!':: ':;-:E [ I'I-‘:‘ ., I»;:-". .;. . L r
% : SO o :
=T a :
T : : : AT - :
lk_ RN S :" " ) r
el : . . ' - :
‘*-"-:l':'" " _: ............................................... T v
lr'-.'l“ . ' ' _._.r'I :

et ey R T T Setuitl, 3

PO SRR N TR
R e s T .
1'0...1- Ak LK - r - - r : r

- l"'q-'l. - 4 .
: OGN R T o T . :
. AR ) e e . n - . . I . b
'-..'l 3 'q_‘ L ] ' -.' Sty “ ﬁ .". '| -il' i.b'\-l- .‘\Il [ ] - I|III l.'l N |.'- L "L 'l l-- . .'- . *, "l. r
"a P L. - . [} . - - - - F ‘1. —l"l. § L] M = - . ] ~i PR > -

WA TR e N N e ~'~*?:‘~.§:"~$: R R R L g S N
. LT s TRy BTN R R T E TR T s e
. : - < ¢ TSN UMy o0 :
N = . : o~ o -..:C}l; ., t : .
."-:j . "'_t..". e I ".j' ’ ".l-.," :"‘.' """"""" W ': """""""""""" T
I : ' W e - :
I T . ™ 1 : r
'I:'\- " : ! ' :.': ;. - . :
Althan T T P s R -

= ' on's 1 PO Tl e T

b AL RR TS, S P RN T ML B

T M M . L L L Ly

A

| R R R e R e R R R R e R R R R R R R R R Gl R P R P P P Rl P R o o R e R R R e R R R e R R R R R R R e o g R e gl P F R R R R P o R e e

FIG. 11A

:'-...
l:
'_"q._‘f
e
™
.,
Wt

e
'
s

-

i L 1-"-:\. \ ) e

A,

Ly

- .

N
A

I R N : ;
LA ™ ' -
b o Ao Y
. "'\r“\r“v“v“v*u“(--_._.._._.._ _ Sy L by
» ] L W . - - .
: ) : : : : v
. R L PP :".' ......... :: ...................... L :_
I-‘-i. ."I I.' " '; u - !
ORI S A |
. g TR N N RN ) )
. SINIME Yt . :
. .. . .I. H-i - -‘ .'. . . |‘ . ‘. ) 'l‘ y
e ) \ R ) o . . e -
v N - "l - "‘. ' . [ -
DR ;ﬂ:«;m;«;«;«::Eeceééaﬁ‘fﬂl‘ﬁﬁ"-'*‘-‘-‘-‘-‘-1 B ) **—'-:-f-:-:-:-‘-‘-***-‘*'*‘-‘-‘.‘_:‘.{]‘.:-""*‘“7‘_-. e
[ w’ I"'I: - I"I ” ._."..,_"“ : ) ' _'l 1:1 .:-
.y ! LN A TP ST ! .
: : ra r .L;;..' y - - 1
R, : \ e '
“m q'\,"r “. ': e " ‘ ..............................................
r " l'.'- h+ 1 l.. - .~ -I.I.‘.'I.-‘.-q.'l- 1h "I.
. AT NI Dl TN T
o » 2 '
- ::' B e t: --------------------------------- T N
"‘i [ , II. .. ."
ey : 3 \ g -
SR o A 3 - S
‘m L et o . -
.:*h : ll' -" n? :" -'.hl - - I'q' I.."l+..
‘q R 0w L v’ T e = ! ' .l---l-.':. 1
::’- Wt B L At AN S :" W o :3,:,:_;.": B
oo RO S " SRS o R o P
P . - L H T, S S
l‘- A - I.' A a . - LN - -,_ll' i " L [ ] l|-l . - 1‘_ . - L ] . I'l_rh_. . I‘-
L. lll' L] n - " 1{.. n m 1" n +:'I. n N i i . l_- .'l + L .- *'I +- i_..-r -l.l L]
L P -"q:q" i i e - - - - " s e P ] [ I - LY A
‘;.i‘ ' T T T T T R T R T R T TR T I T N T N . R T T | T+ [ FT H 1 2 EETEESYTETE -I..I'I'I 1 A W W L I T T T TR R R T T S T N T T RN TR R R TR ] ;
‘;:"I.' . ‘;.I-.'I. [ 1;' L L .l-'-h‘ -‘--;\.l..-; '-'ll ru.'.'
VR T T N T i )

$-

A

4 ¥

e A
[

5 S Dkl

AL,

R N R R R R R
. . " -

] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1 .

' ' ' F
| Y R o e ~
] 1 :. "a II.':"'I " }‘l‘hl{-‘\ - . . :
n 1 L) 1 .

] 1 ':'.ll ' ' . "a - 1 . ) *
[ ] 1 - -'I‘_‘;\ lh.‘.‘.l.l.‘:“.l:‘..“‘.“.';".a‘.l;\l..".l.l.ll ) li::,.-n;ﬂb.thq:"ﬁlﬂ\.n“i‘ i:llq;llt{mtmmtmm:
. . ,{: q.._'h'.\ . T i \ i L 1 " \ L 'r._ ._H._TI‘ 1-...'-.-1 -i-r.l ‘i,. A '
: : :rl‘.-l .: ! ' . . P * l--: " ’ r
. :‘-.._1 ., : . . LR % .:-_ . :
L] 1 b ' 1 ' : : ] '
' ' . . “s ' r
“n ! . .

i 5 s . . : : : : '

4 ' ' . . ' F
] 1 L S ' . ot .
L] 1 L W 1 ' .
x 1 :l"u. - .I:: _-.' :\. ................................. ........... :- ..:'. ............................... . :
. ) e . , : : v
. . . ' . . ' :
] 1 ' ' N . .
] 1 " . ' . . . . ' .
. . L T B M m e S m_m_m_m_m_m_m_m_ . A m_m_m_m_m_m_m_m_m_=_= B N B R S m_m_m_m_m_m_m_m_ . "
] 1 ..
| NS
] 1 ' '

) Fl F
i | . AL mry TN - : ,

. Py ' 'l [y | - - . . ]
] 1 ' Y ' r L} " . e e ]

. + L. + 1 + ' - " n ' - ' F
: : i ...:‘ '.:' :I'“‘“.‘:."E‘.‘.".‘Iﬁ.‘.ﬁ.ﬁ_“ﬂ‘lﬁ.‘:ﬁﬁ.‘.‘rt L] El‘.:‘:::‘;‘;‘;“:::rt‘:: 'q‘_:n_‘.‘.‘.?ll‘.".:.‘l.'l.".‘.'lr'\":‘
[ 1 E‘ :- ' " : SRR ".,:,,;. . 1 . - :
: : -'::l. I: : . I n ' F
% S - : I : :
X 1 . T T T e T i T, T T o
. . I.-‘* "‘.'.H.-L ! \ ' ' :
] 1 i K ' ) )

" ' ' ' ]
] 1 . ' '
4 < : . . . :
| TS T TP S T :
] 1 ..:!h"-.- 4 44 1% N ' .'l-_ . ) .
n 1 . ' 1 . r

' F
] 1 ' ' .

] 1 K ' Ve . .

' - ' F
n 1 ]

] 1 n I: L ;: ‘I.I.I.I.I.I-I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I:I.I.I.I.I.I.I.I.I.I.I_.I.I.I.I.I.I.I.I.I.I.I;I.I.I.I.I.I.I.I.I.I.I..I..I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I.I;I.I.I.I.I.I.I.I.I.I.I:
[ ] 1 -
n 1 4 -1 ] L] = WA v
T e e W I T T e i, T TR
3 | _ AT MR e DRI

' ' . . ' T F

n 1 ' . .
] 1 K ' ) ' ) o
P ' ' hr
] 1 ' .
. ) , ., ,L"E_ .. ...................... , ....................................................... , ......... ..:1:
] 1 - ' ' b
] 1 -~ K et
n 1 ch- I' ' ' l:-l:
. '
o | N ' o
i ' 1 1 T F
n 1 4 ' L B |
. ' ' ' 1k
] 1 N ' ' [ |
o o Wt R S P o AN
" 1 "".‘l T, 4 LI kY ': .:l. N . - ': L :
L] 1 _l-:l l."l-" 1 l_‘I |II_ |_. - [ | . l'lr
L] 1 1,.1 1 l_.'l"l ' "l. 'l 1 ' |_._-.- - 4+ [ I |
[ ] 1 "|~- " l-|;-.i ' I|lI ' Il l-.l.lq,il-i . - ' h'll‘
] 1 :_u,-- :' n, I':' . b 1o n : :-l._. "4 ™ l"- 'l_l'l.'l l* N l"?'ﬁ‘l- +"| ! . ) ) :+ l:
. ! o Lt r ---'.I B et i ty . e S :" e b _*-' :‘I '-r" ) \ ‘\\l :' ' L] ll‘.'l "na
. ! . |Il|-‘|_: " A T F - '.ﬁ‘.*- I-‘Ii‘-"-.'.‘i, . L T :.' '.4_:';1.'1-'1' ’ TaTy . L T L T
: : L L} lII ||||||||||| ‘l‘l [ | |‘|-|- ||||||| T 'I -r"I " T T T EEETETE 'I'I " EETE lI.l'll'w 1 I|I|: |||||||| .‘rl |~ |||||||| .Tlll 1 -I.'llilr:\. |.| [ |--| [
n 1
] 1 . ‘. - - . AT Lt .
. - L T T T R T N ATy Ty
i | SN AR SRS RS SRR AN DAY :
] 1
] 1
n 1
] 1
] 1
n 1
] 1
] 1
n 1
] 1
]



O 2019/204766 PCT/US2019/028377

16/19

FIG. 12A

Fs

- + v F Frrr o+ FF A AR Y EFFFFAEFFFFFFF AR YR RS EF FFAhFFFFFFFFF R EEREY Y E o+ FFAEdFEFF R YR RS+ F o FFFFFEFF N
F + + + + =

L
L

L]
L]
-
B % h %% h N
L]
L]
-

-
-
% %" % 4 d 4N
L]
L]
-

LI I I N B B B

“iiiiii‘

[ J
L

* +
+ +
+ +
1 +
+ +
1 +
+ +
+ +
+ +
+ +
+ +
+ +
+ +
+ +
1 +
+ +
+ +
+

+

-
4
1
4
+
[}
[
-
+
+
+
*
+
+
-
+
+
+
+
4
L]
4
4
+
+
+
+
+
+
*
+
+
+
+
-

* v+ ¥ F kAt hohhFFFFF Ao

-
4
4
4
4
4
+
4
4
4
4
4
4
4
4
+
4
+
+
+
+
+
+
+
*
[
[ ]
[
[
[ ]
[

kA kS
[

[ ]
*
[
[ ]
[
+

+
4
+
+
+
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
4
+
+

ok + + + + + + S

'
I-+
4
4
L]
4
4
L]
4
4
1
4
4
L]
4
4
1
4

FIG. 12B

+
+ + + + + 4 b+ +
+ +

* ¥ v v ¥+ F F + +
"t +rr Tttt ettt ot
-

+
F

+

+

+

+

= F F F R

* %+ + ¢ F F F RN

+ + + 4 &
+

-

P F
+ & & F F F R

+
+

+ + +

= F F F F B
s & & F F R

+ &
+

=+ + F F + o+
= + +

*
*

= F F F ER

+ + + + & & F FF R

-
-

-
+

-
+

[ d
L

s F  + + + S

-
+

+ & &

+

 F + ¥+ F ¥+
+
+ +
ok S

+* + &

+

L]
ok F S

+ + ¥+ +

r
F
F
L]
F
F
F
L
r
L}
r
F
L]
L

4

+ 4

! .F.i'll'llll-

in e

L O

s

P

Y

A
LR

e

.- l’l"’"i“i“'+'+l-
- &

I’l’i'!"‘-
L

i

[ B |
L)

iy

i

4

g

"

R A

lld.l’l
PP

A

P

e

a
4 + &

+ + + F F &

a

s

A

e

s

r
Aam

Az

Ay

s

e

* ok &

-'_I_I

+
F

& o o+ F P

 F F F P




PCT/US2019/028377

WO 2019/204766

17/19

FIG. 13A

—lox
R

1 Qay

£ fays

3 days

& days

e

Sty
}ﬁ{‘

2
n-one
RO SXPHISSION

e o
SN

REH (&



WO 2019/204766 PCT/US2019/028377

18/19

FIG. 13B

-
-

4+ ko4
 h hoh ok hohoh
L I N I I N B B
L I I A N B O B B B )
L U B B B N B BN |
L I I B O B B N B B )
LU B DR B DR N N N T O |

+ 4 &

-
+ + + + + + ¥ F v r v rr ¥+ AhAhFFFFAFAFAFAFEAFAFEFFrrrrrrrr 8 Ry hA ¥y TrY1rnrr oy oy r AT TrT AT T " T TTTTTTTTOF

FIG. 13D

4

'

.‘n‘-":"- -
" i
R

T T T
= o

T b -




WO 2019/204766 PCT/US2019/028377

19/19

FIG. 13E FIG. 13F

&H qlm I‘-I | | I|III1 1 1 I|Ill1 1 01 |III1 |
R, . e . O ; L
& & {8 o T3 -

FIG. 13G

+
+ +

i gene o

i

L]
F

r
[
+
L
[
-

£
s

Yo

+ + + + + + At

+ + + F F FFFFFFFFEFFEFEFFEFEFFFEFFEFEFFFEAFFEFEAFFEFEAFFEFEAFFEFEAFFEFEFF T

7




