WO 2018/098306 PCT/US2017/063048

P
b

F
Relapse {woek &

8 {772
be
- A,
e 0
g
o jreed

.
WHEK

FIG. 1C

8¢

S;:‘:' gt
4 ",:)(
L3
£
4
st &
Z
: %=
2
bs
“ o P
» ) %
0 o
iy
L.

=
L e
f\*‘
o
3
0

MRU

FIG. 1A
FIG. 1D

1/23



PCT/US2017/063048

WO 2018/098306

FENT olay,

S

A

ol T M,.m 4wW
§8G0
S REUE T O -V RO
e 3
L1 O SRl N
A R
........... — -
2 S
3 T
TN e
= =
T Lok
“ Lo ¥ o)
in L
ety N
WO e
Fe kN o '
MO0 7 M % * . &
B A ARA) X
32 "Old ac< "oid

A AR L

2ot i

1

= &
\ 3
. 2
3 ¥ &
' &
e %88 - | 3
D> AR S e 49¢ 'Old
s
"y : $ ATS SOTPRUR
HY e _— H
N~ { H % - \
%5 get PooRean /// HA u A
WY =i S S L
o e ! N
- B - i3

FURRRUSRUSURS SEMU ayichad
g wfhug s

,
o

2/23



PCT/US2017/063048

WO 2018/098306

SO SRR o I P - B P

N
YD ou

,

W3 B
- e
B3 S

ae "old

3¢ "'Oid

W3R
SUHUTRAMAT «
iy

YHEDHON £ IRTd

B0 SR IR
GRFSIDIOR BE

MYD O

gty W

gt 'O

3¢ 'Ol

N i it
WYL o

SUUPRAN SRV MO T s

N

7’
[’
P
A

.
f
:
:
:
:
4
:
:
:
:
:
:
:
:

»

i

3

)
>y
o
2

Ve ‘Ol

3/23



PCT/US2017/063048

WO 2018/098306

TH3d OO

L2 e

1
4

Loty

¥

- £ agn

RSN S z%f.,”
Log &
T
o 2
pu 8 W
‘ 08 ,
3 g
£ @ s
8] o
- i G - F¢ gyl
06 H s> “ePBE v
e N
] HYD WNHL OU
8
Beerrrreerered Rt h‘.w &
£33

1€ 'Ol HE "Old

k2

2

¥

T

O¢ 'O

4/23



PCT/US2017/063048

A B LS
Q4 .

Fa ¥

£y coda B b § T ¥R e oy s s ; P .
SR Yaob & NG Tix§ NS WO E i PoMivE

&
2
@<
A,
8
Z
<

RS Tt VRS O VL 51O

5/23

WO 2018/098306

-

g "Did

Y
L2

Pt ]
o




PCT/US2017/063048

WO 2018/098306

183d MOl Jdd NOUR TEdd OO

I

. R A

oy 8 Loy &

= X

- . {7} o

B ipox 08 B
Pryeperd Py o

HYD SLO0-R B et
NP g Loot = ooy

i "Oid v "Old av 'O

AROMOIenAn 9,

6/23



PCT/US2017/063048

WO 2018/098306

RS NOOR HEHG OO 1834 oW 183d

fhiel i
N U] . ‘
S 3 SR LO00R g gtith
£ A0 7 30RO § Jouag

as "oid 35 "Did

Ay

A
NN

AT S
R DU O

7/23

af
I

A AL

A

$73 8 ~ o X ] » £ ;FQW . N by :
Pid B L b W YRHIE OO

g5 "Did VS "Dl



PCT/US2017/063048

WO 2018/098306

RS T S A S N v
e ) iy
PRvIerY STV
NANY
RN
EX S
MY & 3
®XRU
Pl - £

345 'O 35 'Oid

8/23

i

T

e

SR

4




WO 2018/098306 PCT/US2017/063048

g
iy
Pt
o Pt oo Lo
@ gy i
— L5 .00
2w 1317
& 24 Sl S
CR-L RN
% 3 % '/7////////////A~t::y
7 o
;//”.2 -g 43
;/////////A& ] g:»:
o
L 1o
@0 o =
oy /// bl s ????????mﬂ ﬁﬁ
w . w %’”%M{ vvvvvvvv e %
Ll : 7 il o
' / L 3
 aad

it

oo o
e i
BAAINS Y,

404
0

26

Z & %
iy Ty asye sheg

=
&
G
o

A

RN

e L) ezt
p Z

21

wyjestion

EBLC

o

2
S

R

S
.
o

B

e

R

N
N
N

N
RN
G

o
3

R

\‘ NS
N
§ y

L

\

ar ALL

o

v

s
=

s

FIG. 6A
NS
ta

AN

FIG. 6C

B
»

Yo
Vi G o
Y e
= Wi 7
g %
Y R R o (A ,/;
s L S
i»s v
......... . Cf'/’ ’J’ f“‘ﬂ; 7‘;’)’ ’.f:}
o ot €2 (o 2N 45 B 4 S A 3

=3 {Y:‘: spoen agore sgens ngros gree apee.
‘ g g
ko :

umnelu Ty Jeur SAR( DasSUCLUd DETHRUIION

RG]

9/23



PCT/US2017/063048

WO 2018/098306

AL 'Ol

s

ey

e

’l
e

Vs

FG

i %ﬁioﬂw

e

9491

o3

og N

SREYO- g3

Ll e s,

%

o4
v
7

o)

VL O3

T
4

s

w

"N

-
Pt

026 48 O
Yemrnmnebnnbnndinnd

‘,— sV TEIS

10/23



PCT/US2017/063048

WO 2018/098306

NI
=

,./4%.,.

3L 'O

COUL) e

P .
T

as 'S

11/23



PCT/US2017/063048

WO 2018/098306

SIS ELUNON MO0 P bdQ

Y
N

[

3G

48 "Oid

V8 "Old

12/23



PCT/US2017/063048

WO 2018/098306

Suonpss

0N

MY
SO0

g6 'Oid

i

i

i1

MO

&1

5

4

ot
It

0OV T O

GBI

b
3

Crimnirr ion

PRI ST S U

o Tt o

L Zet o T

HYO HOOW

V6 'Ol

13/23



PCT/US2017/063048

e
3
Cong
&
=3
and
]

@
e

B

£8Hd

ACEL

ooy

A

3

A

s

yieiuig] DN

-
e

4

£ 1535,

¢ Ed

Vg

0P
134

IR & O

s

nARAAAAARRARAARAARRR AE R AARAARAAAAARARARRAARAARAR
l qJW

Yolay

. 3

¥ 3

3 3

T S 3
bR 78 y

LSRR

i - N
Shik 19

QbR O} A

W

VR ok

TR IR

RIS

@ £ N
S bk ARG

U A

22

MO

7

H

Gl

1

-

L7

Areriveriirss

14/23

WO 2018/098306

200 C HOAYD

801 'O vOt "Dl



PCT/US2017/063048

WO 2018/098306

811 '9i

JETGE  NOUR HEHEG MO0

—\-JL

SOOH

ot

b Y
%

Rt
MWy ’ e . -
L - ¥ Py
W Ol T —
o . ~Q05 1
T A0G PRty b H00

THEG RO T RN THIRA PR

ok

o

v

3 ¥ . . G008

St

T

Vil 'Oid

15/23



PCT/US2017/063048

WO 2018/098306

HYD @

N

RLERM

ages.
£
,

-
w3

g

o 14

&

e

o
:

<191

L0 ha NP

16/23



FIG. 13B

FIG. 13A

WO 2018/098306 PCT/US2017/063048

e
e
e
i e
I
1%

{
%

P
<y 7
Forn
L3 . -
§ Sevvreieiriinieriiiiid .
‘ Z

PR

e

e

AnnmmasaaassaRRaA R R

2

-

<k

FIG. 13C
SRE
1

€

mni”
i

by ¢ ¥ ¥ ¥ 3
3 9e] o] foa] Freed foacd

BB B 4 &

R P T e T
AuanoyonAn 9,

17/23



PCT/US2017/063048

WO 2018/098306

3€1 'Ol

PR ZLOSYEA LG

I RNV S

I

A

S

QRN 1 adep

tEE IREAR R B A a oo REREEY
FFEE IO VFLESLEEPE IS LD

W/////////////////‘ B %

X

i

det 'Ol

18/23



PCT/US2017/063048

WO 2018/098306

73

e S

>
A
2
&
3
3
3
-
[

G e e
jpasstacy WG FERRRN

ar1 'Ol VT "Oid

19/23



PCT/US2017/063048

WO 2018/098306

1 'O

20/23



PCT/US2017/063048

WO 2018/098306

21/23

th
M
,H.m.u &%
B TR, N R . Wn” g umm
MR RHIN A 2.
S - R— 8% e
%%/ S S {3 30 NN .m
L _
S S
/// Ve o ]
SR & &
S :
i o
SR e 2
S R
e R
S 2
S ) &
i &
S Lo 3
ShE OB X
S :
L & a®
%/% S X &
W/W R
L
- = L O3
LRSS

wr

451 'Old VST 'O
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