WO 2017/156009 PCT/US2017/021172

116
100
80 -
5 60
L.
0 M "
G\—Jl ] ] ] EMAAM.:AW/\E"\«_N
307 M B9 B’ a3 %
26{°)
20
OO — r’/
= )
= 20
%
= 404
=
Y
80 : : : :
0 50 00 150 200 20
TEMPERATURE (°C)

FIG. 2



WO 2017/156009

216

PCT/US2017/021172

120
100 -
80 -
50 -
10 -
2 , 5 E , ,
0 500 0 150 20 200 300
TEMPERATURE (°C)
10
~0— FIRST SORPTION
05 | | o= FIRSTDESORPTION
U0 9 |~ SECOND SCRPTION
~ SECOND DESORPTION
05 -
40 , , , ,
0 % 40 50 80 100

% RELATIVE HUMIDITY

FIG. 4



WO 2017/156009 PCT/US2017/021172

(M)

N-FOLD CHANGE FROM BASELINE IN MEAN PLASMA cGMP

316

§§§Nj*

§\\\\\\ SRR % . \Q\\\\\\ \:\ }:\‘\\\ RN
100 un \\\5\\ L
[ )

250
2.5
2.00 -

o3 i
>
] ]

<< [l ol oy
o] Ly <>
AANRINNRINNRINN | 3
=
e
LTS | )

&
v
:
:
-
v
:
:
bR

675 A - .u : ¥ ¥ T ¥ T
0 HOUR ¢ HOUR 4HOUR 8 HOUR 12 HOUR 24 HOUR

DOSE(mg) =m0 850 o100 =200 @400 =600

FIG. 6



PCT/US2017/021172

WO 2017/156009

600

416

[ <D (X <> [ X el <> X
(X} < e 2 o < P
N N ~ -~ -~ - <>

() 03NV NIINMFSYE WOM FONYHO G104-N

FIG. 7



WO 2017/156009

5/6

-\N%
o

@ o

PCT/US2017/021172

a—a COMPOUND |, 50 mg, FASTED

s--s COMPOUND I, 100 mg, FASTED
+~+ COMPOUND {200 mg, FASTED
wma COMPOUND |, 400 mg, FASTED
w—s COMPOUND |, 600 mg, FASTED

i+ S
- . e
- N ey
© - e,
el X NPE TN e g

uuuuu

1%

SACUBITRIL

FIG. 9

COMPOUND



WO 2017/156009 PCT/US2017/021172

6/6

-
= ()

o

=%

[N =
=
<
<o
g

RS -
Ty o |
N — = & -3
-~ EH!EH!HH"HHHH!!E P J— - £x”
] o L
- i
&=
D
[}
= o
-2
> | -
= e, L
iL} &
= E -
= e
=1 &2 w
N .. il
s TSN NN AN AN o % § 1
-
B T S, 23
B s RS A NS A NSNS AN A NSNS :I:
T ~t
:} fow2]
&=
D
[ Xand
RS TR S N Y feix]
S N A S A S A i o
-s;\ AT N ”é
i &=
<D
ax Y ~§
g A A A 4 o >
P . N = A
T - 2 14
BRI LR RN o r)
* < =
- e
|
<> [ K] Lo} [Nl [} LS < [Renl
O o~ & ~=-- ~cm—- agm—- mpmae <

= L.

(AU} D2 YINSY 1] NYA NI INITESYE WO JONYHD T104N



