WO 2017/023660 ! L L f 1 PCT/US2016/044359

H N
H H
~~~~~

~~~~~~

......
....
N : N : H :
H H H
......
H H N H H i
......
......
......
......
.....
H H H
......

¥ H ¥ : :
H H H
.....
.....
.....
¥ H ¥ N A
¥ H ¥ N b
.....
.....
.....
.....

H i i H
.....

3
3
H H
3 H 3 H {
H H H
.....
.....
H H H H

i i i S
H H
....
H : H H H
~~~~~
H H H
~~~~~

N H N H N H
H H H
......
......
......
......
H H A
H H H H H A
H H H
......
......
......
.....
H H H
......

3
3
H H
3 H 3 H H
H H H
.....
i i i i i
H H H H
H K
N R
H H
H H H i i
H H H
~~~~~

H
H H N
H H H A

¥ H ¥ : :
H H H
.....
.....
.....
¥ H ¥ N A
H H i H L
.....
.....
.....
.....

H H i H
.....

.
H
H H
H : H : H :
......
H H

H H H

3 3 3 3 3 H

3 Y ¥ ! 3 3

OOOOOOOO
#######
— —



WO 2017/023660

{ i i i |
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
\ i i H i
~~~~~
\

\ i ) i
{ H i i {
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
) H H H i
‘ H

\ . ) \
{ H i : {
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
~~~~~
‘ ‘ = : :
~~~~~

B B
FE

} i i i
{ i i : i

{ H H H

oooooo
S 8 8 8 83 § R

—

AD-66017(Uﬂ

AD-65492(u)

c

from SAR 1 Low F AD-

65367)

2/18

Figure 2A

Tritosomes

PCT/US2016/044359

c o
<Em

<<<<<<
/<<<<<<

H
* \ { \

{ N H
N .
{ i \ i :
‘ \ \ N

‘ ‘ \ N
N i N i i
{ { { { i
\\\\\
\\\\\
| A S S S
N N N N H
} ‘ § N i

§
N

N

N N

oooooo
S I8 &3 TR

AD-66017(Uf) AD-66018(VPu)

AD-65492(u)

o

AD-66016 (AS stran

from SAR 1 Low F AD-

65367)

Figure 2B



WO 2017/023660

3/18

28 35 42 49 56 63 70 77 84

14 21

1.4

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea

PCT/US2016/044359

7

Time {Day)

18 (RG]

0

oy

D-GE

{1}

P
]
%]
]
53]
<

%

P 7

ALHEET

SRS

16 {Lowwest 2°F)

Figure 3



4/18

PCT/US2016/044359

WO 2017/023660

¥ 24n314

e
'r-\j

:dul::w PO~ e o

i) £TRO5

{Aeg) suny
se 82

0L €9 95 6y ¥

ST} BTOST-TY

s

PAN 4 T o

<<<<<<<

\\\\\\\\
\\\\\\\\\\\\ \ -

\\\\\\\\\\\\\\\\\

| ._\\\ il

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea



WO 2017/023660 S8 PCT/US2016/044359

21

;
T

>

1)

2

Q

E

|
N —
o é

© <
o o

0.0

N
o

(9so0@-924d 01 aAneRY)
ul9304d H11 WnJias uoiyoea

Figure 5



6/18
WO 2017/023660 PCT/US2016/044359

—_ T
S \ o
X ©
S A -
LN %, \\
A A\ 2
< R Y —
~ \§
e A
£ } N o
N | 5%
oo . N\ 8
X s ety S A .
Lo \ _ $\N 0 'g .\\\\\\\\\\\\
w & S — =
= E : |_A~‘ s ‘g‘\\\ \'\:! H (s} ~\\\:\\\\\\\\v
o I—R‘\ N+ -
2 8 . sl
L ® A . \\\\\k\\\\\{\\--" = S
X 3 B
E 5 W\W F o \\\\\\\\\\\\\
o L ¥ N @ v @ % o o
\§" - 4 +€ 0o o o o o
i (2so@-aid 01 anne|ay)
uIgl04d Y11 wniads uondelq
—_ N
>
- ©0
ol - O
(o)} —
2
e
: '
o]3)
N =
~ S N
oo ™ o =
< c S ' : &\H a
§ I ANy 2
w N? \g H-‘\\.\\Q—K%\“—' - § g \\\\\\\\\\\\\\
S O I ~\\. R '|:
- s — \\§\——_|| ~
] _\\'§‘.«‘ _\ \‘:\\\\\\\\\
= oy W o) X
w © s = = 5
x $ — _\_\ \\\\\\tgx\\‘\\\ H 00 \§\\\\\\\V
) | i \\\ L N
= T TS
g = . @&\\\W A
S ¥ N 0o xw 9 ¥ o Q9
N — — — o o o o o
Q} (9soqg-a1d 01 anne|ay)
N

UI1930id Y11 WnJas uonodeiq



Figure 6C

WO 2017/023660

QMx4 @ 3mg/kg

f///f'?;//m?:mpk AD-66017 (Uf)

'////////M?:mpk AD-65492 (U)
1

7/18

PCT/US2016/044359

1

e
A
" /////l./,/{{{{..,..,.,,,,,

A3 /,/'/' S
M////I/]/

Time (Day)

i ;
168

i

5

7
112

»

1
84

&
\\\\\\\\\\\\\

7

R

&

_|-§\\\\‘\\\§|\_| v \\\\\‘\\\\\\\\V
! N\M )
N

_\\\\‘{\:\‘}%‘3 - % \\X\:\\\\\\\\*

56

/

R § S
iR
<

o -\\\\‘\‘\\\\\\\\V

— (9soQ-a4d 0} 2A1e|RY)
uId104d Y11 WnIas uonoeid



WO 2017/023660

A\
—> 9
¥ —5
p
)
00]
=]
N~
&
-
wn
(o}
5
5 —>(&
[72]
S
O > —
O %
>
[ay]
()]
()]
wn
[@]
()]

X ;
T T T g

R

N
N
\

N\

NN
N
\ N
R
§N§&§N§

N

T R

Q\

R

N

PCT/US2016/044359

N

Figure 7

:£ EE. Y peak |
ol =
LY Ly
P {on}
= £ b 3
= z b !
ot {oui
e N
o Tod] Pl o
e g Yo} o |
(58] {28} o o0
o < D 0.
Lip ) $ o0 { B d bt
ay hRR.) b e
< {om} fom) {@0 ]
Lty {0} L0 ¥}
© © © °
2y ] it €y
<L <L <L <L

\




9/18
PCT/US2016/044359

WO 2017/023660

V8 ain3i4

(Aeg) swny \“\\\\
61T 4% S0T 86 16 v8 LL 0L €9 9% G174 [4% S¢ 8¢ T¢ 14 L 0 L-
_ T \\\\x\s \\r\ e \\\\ \\\\\\\\\\\\M\\.\\\\\ . \\\\ 9'6
\ \\\\\\\\ o, | \ W % ey, \\\\\\\\\ \u | \\\\\\ |“\s _
il P 1

(N 4.2) £1099-aV NdWE" Qemigmn (N 3IN0) 761S9-AV HAWE" Qe

asoq 3|8uis 8%/8w g0

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea



10/18

PCT/US2016/044359

WO 2017/023660

61T <¢IT SOT 86 16 ¥8 LL 0L

i ) B : ‘ 5 4

€9

dg 24n314

(Aeq) awiL

99 54 [47

DN

&

o

~
)

Levse-ay

- G 7

Y
y
Yol e .

T et 24
VAN s S

SRR

D@

,,,,, Nuﬁﬁ:,:

nejay)

u19104d Y11 WnJas uoinoeid

(9so@-24d 01 oA



11/18

PCT/US2016/044359

WO 2017/023660

18 24n314

(Ae@) swiy m
oT :
T ‘
0¢
Y4

e
o

n
(9
\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\Q\\\\\\\\\\\\\\\\\\\\Q\\\\\\\\\\\\\\\\\\\\\\
G G Ged
%5% . Z

7 Lty

b L55°7%

Ges

\\\\\\\\\\\\\\\\

LYSTS-AVY

AL

uloloid Hil

..... N._”



V6 2In314

PCT/US2016/044359

. Bnft g 1He 100
T ZEYES-OY (Ae@) awiy 1B G LSSy

12/18

WO 2017/023660

S0T LL 6v 1¢ L-

[e)

T
h\\\\e\&- ARSI IR, %\\Q&S\ \%\&\x\\\ S .ﬁ@\s\\\\\\\\a\\*\\\\w Do,
Ty, "
I it 1 \ z W ﬂ@ﬁﬁ&&&@ \a&n&%&i&%ﬂ&&%ﬁ ﬂ i,
ke 1 T

s

UOI1BJIUDIUO)D) UISI0Id Y11 WNJISS dAIle|9Y




13/18
WO 2017/023660 PCT/US2016/044359

119

112

"~
105

98

\\X\;\\\\\\‘

«=@==3mpk AD-66017 QMx4 (2'F U)

\\\\:\\\\\\N

3mg/kg, QMx4
Time (Day)

Figure 9B

\\QQ\\\\\\\\

waifee 3MpPk AD-65492 QMx4 (OMe U)

\\\\:\\\\\\\Y

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea



WO 2017/023660

s 1 Mpk AD-65492 QMx4 (OMe U)

AD-65492

s ofgen 1mpk AD-65492 (OMe U)

14/18

8
§
§
g
3 B I-%
8
3
)
3

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea

105 112 119

98

Time (Day)

PCT/US2016/044359

-
\\\\\\\\\\\\\‘

o
e

&
\\\\\\\\\\\\\w

&
\\\\\\\\\\\\\\\\

Figure 10A



15/18

WO 2017/023660

AD-66017

@ 1mpk AD-66017 QMx4 (2'F U)

- @= 1mpk AD-66017 (2'F U)

(9so@-2.d 01 anne|ay)
ul9l04d Y11 wnuas uondea

PCT/US2016/044359

21 28 35 42 49 56 63 70 77 84 91 98 105 112 119

14

Time (Day)

&
A

N
\\\\\\\\\\\\\w

Figure 10B

R
e

o
A



16/18

PCT/US2016/044359

WO 2017/023660

TT 24n3i4

% % 4
Z . ; .
Z ., Z Z
wy @\“\\ \\\\ L 4
(Aeq) swny
0

8¢-

o€ 9ee 80¢ 08¢ [414 1444 961 891 ort [4%% ¥8 99 8¢

Z:.T.
Cb

as ‘t6vs9-av ddwg === as ‘t6vs9-av dwy s as ‘tevs9-avdwy =@ e as ‘tevso-avdu g ==

uollejualduo) uialoidd Y411 wniag aalle|oy



1718

PCT/US2016/044359

WO 2017/023660

s

\\;

0

1

|

€Tl

¢T 2In3i4

\ “

A

{9WND] TT-6 sdnoug




18/18

PCT/US2016/044359

WO 2017/023660

€T 2In314

8¢-

(950Q-9.d 01 aA1IE|9Y) Y11 WNISS PazijEWION

Z ¢ 9 % 4 Y
\\\“\ \\“\ 5y Wi y "y
7 7 Y Y Y 4
sheq
80¢ 08¢ [4Y4 ¥{C 96T 89T ovT [an 78 99 8¢ 0
: ; ; . ; ; .\ T : : ) e
T f ‘ iR E: 1142
\\\\M\k\\\\\\\\\\\\\\\\\\\\\\\“\\\\\\\\\\\‘\s\ 1 W\W&\ o L\M\m&x \\\\\x\\\w ._. H&.&&\M\\M
\\\N\ \\\\\\\\\\\\\\\\N‘u\\&\\\\\\\\\\“\\\\\\\\\\\\ \\M\\\\\\ T N\&\V\\\\\\\ \\\\ 1T N@.
T. = %, L % Z:0
Do, 1 41 % T 4 b
\ \\\\\\\\\\\\\\\\\\ T \\. + T \\\\\\\\u- 1 \\\\\s\\\\ .\m
y g | G, | Bt 1 L
w, 4 |7
i, %t 7 20
E .K\..\\\\& a9 7
) - - \\\\“
T p 5 % Wt_u QL0
W 2l .
A 7 A
w2 \\% \\\\\\\ﬂ\\\\\ m
A 4 o
. i \
\\\\\ M\\\\\\\\\\\\\ &x\“«\\» Q0
N& \\\\\ \m oV
.
o
¢t

GXIND AW e 0/TXIND AW T~

IXIND HdW G Qi

IXIND JAWE Qe



