WO 2018/005772 1124 PCT/US2017/039961

o
<
o O
— s ©
L ? S
<
- W
—
S
=
-~
L ®©
el
[}
r
N
. s v
©
N
o L
[~ = O
o W
=
-
L o
Q@O
- a
=
- O
) - <
3
[5) r  @©
£ 3
o
[ -= k=
s IR AN
i e
l_ -
(@] -
= L
l_
- L
@ L
S o
o
O
N




WO 2018/005772 PCT/US2017/039961
2/24
2
148.55°C

0 \ 111.4J/g
> T
=
2
° o]
(18
©
[}
$ !

-4

152.11°C
'6 T T T T T T T T T T T T T T T T T T T
0 50 100 150 200 250 300
Exo Up

Temperature (°C)

FIG. 2



PCT/US2017/039961

WO 2018/005772

3/24

€ Old

(9,) eamyesodwoa |

052 00Z 051 001 05
02 008°66Z:8N[BA H
+ -
[~ |
1iu H09
05 [
] 02
001 H
] 08
051 H
1| %vee gv- :0buey) ssep [
00z| (zN:eAnoei01d) MO4 ———— 06
i (zN:zebind) mol4 [
H 1 +Fool
052 —
00G°€€:OMBA
(Urw/|w); moj4 /9L



PCT/US2017/039961

WO 2018/005772

4/24

¥ 'Old

€102-9661 MN Py swalsAg Jusiuainses)y 90euns

(%) HY 19612 |
00L 06 08 0L 09 05 Oy 06 02 Ol

9€1LGEl oHIN

0BS'HY%S6-HY%0 £ £ £
HMGE-HY%0b ‘WIS diog z 9joAn)—~N diosaq | 919A)—O— diog | 9j0A)—<—

00'GC ‘dws | 101d WIayjos| SAQ

uonnjos uondios 8yl - SAd

13 - (%) sse u] abueys




PCT/US2017/039961

WO 2018/005772

5/24

G 'Old

[Bep] eyoylz-e1oyL
0/ 09 0§ oy 0¢

0¢

0l

P
Vv

S g U, U

“

000¢

000%

[sjuno] |



9 "OId

m (9,) 84njesedwa | dnox3
m 00¢ 08l 09l ol 0cl 00l 08 09 0S
= ] a1 L1 L —_
3 _ 0¢
& . L
:QOE 161 i
G-
0'}-
L =
D
N ,oomm.@mr I =
© } - - M
S0 g
NN re | w
/ | /Birezzz X €
7~ 0080°0¢} 00
B/r1s 89 i
\ 00957 LY1 o
N2/ G0
z 0')
)
=



PCT/US2017/039961

WO 2018/005772

7124

1am sAep / auojad

- L

|
|
|
I
|
|
|
|
|
T
|
1

.

e

ur Aun|g

L "Old

(Bap) eroy |
GZ

I e I e e bttt

0¢

€:01X

e

00 _

>

&

35

.

=i

0’5l

o

c

=1

)
-0'02
-0'52




PCT/US2017/039961

WO 2018/005772

8/24

8 'OlId

(9,) eamyesedwa |

dn ox3
G/1 o4} G/ 6z
0z _ ! _ _ L _ ! ! L ! ! ! 08
] 00£9'8Y | .
] 002991 ) | oo
0'b-- .
] -
- )
50 Biryyss =
] 0012°901 - =
] B/rLL 29 Log 8
0] 0026 LY} :
00 ° 000°0€ } .
] %820°C 0l
G0 ’ .
] . .
] %886°€ | 0600700} .
0l S0l



PCT/US2017/039961

WO 2018/005772

9/24

oy g

6 Old

(Bap) 10U 1L

1om she

P L NOV

e LD

e

€01X
06 S
[0}
]
@
<
(<
o)
C
=
—00l 2
—0Gl




PCT/US2017/039961

WO 2018/005772

10/24

(B/m) mo[d jesH

VI E

(Do) 8anjesadwia | dn ox3
5/ 5zl 6/ 6z
v e _ 08
XINLY ”
-G8
NII -
_ o
-] L «Q
0 B/r0z'98 /\ra,/ =
00€5 '8V =
-G =
Z 0600°0€ } -
Y |
%9810 A — | oot
%6ES10 " 0600700} |
y 50



PCT/US2017/039961

WO 2018/005772

11/24

Ll '©OIld
(Bop) 1oy L

o
e
X9}
(99)
o
(9]
'e)
N
o
N
0
—
o
—
0

m m m €+01X
........... L L o o Pl L >
11111111111 EEEEET

(sjuno9) Aysusiu|



PCT/US2017/039961

12/24

WO 2018/005772

¢l "Old

(9,) aanjesadwa |

omm 08l om_”_‘ 08

dn ox3

0¢

08

0'l-

(6/m) mo|4 jeaH
o
O
| |

I ] ] l 1 1 I ] ] ] |
Do L9°LYL

B/ry9 .G
0092°8€1

08266

%96€6°0

(%) 3ub1am

G6

JoG¥'CE - 00}

0l



PCT/US2017/039961

13/24

WO 2018/005772

()
<
L0
(9P
o
(98]
o)
N
o
N
Lo
—
o
—
9]

€01X

—0'¢

[ PRSP ——— N -

0y

—09

—08

(sjuno)) Aysusiu|

..... 001

—0¢l

S Sy Sy S S




PCT/US2017/039961

WO 2018/005772

14/24

19M 8UO}

—_——,——————

80V Jalem 9%¢ Ul Aun|s [y

—_——————— e ——————

—_—————e e =

——-—-
-

|
|
|
|
I
I
|
B

Upg LY Buikig

o ———

o
2
10

B e e st BT B B e o o

0001

000¢

-000€

-000v

000G

0009

(sjuno9) Aysusiu|



PCT/US2017/039961

WO 2018/005772

15/24

Yyl o0¢ Buikig

(sjuno)) Alsuaiu



WO 2018/005772 PCT/US2017/03996

16/24

1

105
0.5 I
128.12°C 4.500% .
] 129.84°C 100
0.3—_ i
g I 138.35°C 95
= 0.0 23.35J/g -
2 ] 108.92°C -
i 21.12 Jig -
5 01- 0
(]
I -
03- -85
118.59°C 4 44 8g0C I
0.5 : : : 80
28 78 128 178
Exo Up Temperature (°C)
FIG. 16
3 105
130.03°C i
24 i
: 4.310% 100
R 134.55°C :
o 14 |
= ] 112.59°C 149 66°C - 95
] I\ 21.19J/ -
3, 1.19Jlg 80.44J/gh\/_
L 1 N
g ] 121.44°C [ 90
T -1 N
: - 85
2 i
153.48°C
-3 T 1 1 | 1 1 T | T T 1 | T 80
28 78 125 178
Exo Up Temperature (°C)

FIG. 17



WO 2018/005772 PCT/US2017/039961
17/24

o
O - O
?V) -
Te)
N
o
£
(0]
|_
| ©
©
i
®)
o
o o
— ~ © (@]
5 :
> o0
(]
3 2 =| =
CD¢ g 9
- LL
| .
(7p) ©
S -3
(]
| o
N
T T T T T T \&_\
(o] 0 < [4p) N -— (@] -
J9Yy - (%) ssep u| abueyy




PCT/US2017/039961

WO 2018/005772

18/24

(sjuno9) Aysusiu|

Thetal*

FIG. 19



PCT/US2017/039961

WO 2018/005772

19/24

0¢ 'Old

(9,) eanyesadwa |

dn ox3
0ee 08l ocl 08 0¢
Ow 1 L 1 1 L 1 | L 1 1 1 le
i D09F'GEL :
| -0
G8 i
. -Gl
06 Birel 1. - o
i 00G0°'8C1 - -
1 Lo 2
| | =
s6- 8
| -G0-
00 Dol 7766 | -
] 0, : -
| HLIE D088 LEF
GOl G0



WO 2018/005772

Intensity (counts)

PCT/US2017/039961
20/24
| L B I B T 1
5 10 15 20 25 30 35
2Theta (deg)

FIG. 21




WO 2018/005772 PCT/US2017/039961
21/24

g 3
29.3°C -

100+ 7.93% i
i —2

i 100.0°C I
80 [ 1

s - :
- 7 _—0
> 60- i
© - -
= ] -1
40 A
. [ 2

| 101.3°C i
20 III|III|III|III]III|III|III—-3
0 50 100 150 200 250 300 350
Exo Up

Temperature (°C)

FIG. 22

Heat Flow(W/g)



WO 2018/005772
22/24
3000
w 2500 ' }
g 2000 ; 1:1, in MTBE
g 10 1:2, in MTBE
ko) . * ‘ ﬁll ' } 1:1, in acetone
£ 10004 st
] ' 1:2, in acetone
J 1:0.5, in EtOAc
0 T I I 1 ] 1 I I 1 | T
10 15 20 25 30 35
2Theta (deg)
FIG. 23
1200
g 1000 Maleate from MTBE
§ 800
= 600 After vacuum drying
E _
= 400—_ ween, fter heating to 100C
200__ aleate from EtOAc_ref.
0 — I SR T
10 15 20 25 30 35
2Theta (deg)

PCT/US2017/039961

FIG. 24




Intensity (counts)

WO 2018/005772 PCT/US2017/039961
23/24
4000
r | |
§ 3000+ Maleate from acetone
o . |
(&)
. 2000- After vacuum drying
- _
[
T 10004 After heating to 100C
= i Maleate from EtOAC_ref.
0 | ! | ! | ! | ! | ! | .
10 15 20 25 30 35
2Theta (deg)
FIG. 25
6000
7 After DVS cycle
Dried in (RT) vacuum
L Dried in air
emraal €0 N 50C vacuum
L Dried in air
Dried in 50C vacuum
0 | 1 1 " 1 T T I ..
5 10 15 20 25 30 35

2Theta (deg)
FIG. 26



WO 2018/005772

PCT/US2017/039961
24/24

Intensity (counts)

Pre-DVS test

Post-DVS test

J

2Theta (deg)

FIG. 27



