PCT/US2021/055663

WO 2022/087003

1/8

(sayg - esesjoud) |yLGE]  (Siyg - esesjoud) ovLE [ (JyL- osesjoud) el (esesjoud ou) 6ela N

A0¢<

302101

[ "‘DId

eqy ul Jyblam Jejnosio

301419

A9-E

e

)N

N

00

74— 001

N—— 06l

0'0¢

0'6c

0'0€

0'GE

ajeusbowoH Gy19 A

[eAlajul JyBlom Jendsjow yoes 1o} aouepunge Jo abejuadiod



WO 2022/087003 PCT/US2021/055663

2/8

o
SH 1PN 10BN % 0 TSINIA

S +ds wnuAyooziyos
<

7 BIPIN djesA[ony

0.88
N

0.03

E +ds wnuyooziyos

0.11

002 N

BIPIIA 91T YpoIg SuLIB]y
+-ds wnuAyooziyos

0.94
X

BIPSJAl SSBWIOIg

+ds wnupAyooziyos

BIPIN [DBN %C 0 TSIWIN
+ woydojewnaud S

= 2

0.03 0.03

0.07
)

§ % RIPSJA dresA[omy
SN+ woydorewnsud ' N
; J
K47 BIPOIN 91T WHOIF OULE E
S § + Moydojewnsud °Q
(=]
vy
L7 BIPSJA SSEUIOLE
SE + woydojewnaud 'S
[
[aa)
] oo 108N %z 0' TSI
h =
g§+eu_uewm/ - g
T 3
§*V BIPOJN SJesA[ojny jg k=
gE + euuew ‘W < E
© ©
3 S8
= W BIPSN 91¢C yrolg 88
S N e + euuew p O %
S o
2 28
g BIPAIN Sseworq § 5 5
> =
S ' 3 z<Z
2E+eu_uew;/y S <
© ¥ &N = ® © < N o
~ -~ ~ o o o S



1.6

100

WO 2022/087003 PCT/US2021/055663

3/8
00900
< o~ 0 © p N
A wd h ad A o o o o | o
BIPSIN
® V. oesA[omy + N
‘ds wniAyooziyos (D
P
BIPSIN [y
910 wog
N Y oy +
‘ds wnuAyo0oziyos
BIPON
lo % sseworg +
‘ds wnuAyoozIyos
BIPON S
oresK[omy R
° [
+ woydojewnaud °S o
o
BIP3IN 91TC &
Y [jo1g] SULIRI 2
°
+woydojewnsud s %
BIPJA Ssewiorg =
° +uoydojewnsud ' E
&
=
RIPON =
. v oresAjony 5]
+ euuew ‘W 55)
%
BIDIN 91CC o
) v, yi01g SULIBJA z
+ euuew ‘W
BIPAJA] SSBWOLY ?
° + euuew W E
&
2
N
&)
[ < )
]
&
o o o o =) o (= = S < g
& o = =) ) < o0 N - 2
eIy ur YH( pue Vdd o Sw



WO 2022/087003 PCT/US2021/055663

4/8

—BI199
—BI99
B223
--—--B223
— — —base
— — —base

I'LT
£9C
1414
9vC
L'€T
6'CC
0cC
(A4
£0C
g6l
L8l
8Ll
0°LT
191
Y
144!
9¢l
LTl
611
0°I1
4!
€6
¢'8
9L
89
6
I's
(A4
Ve
$C
L1
60
00

Time (hr)

FIG. 4A

30

Ue} (=] w o
— —

25
20

sseworyq



WO 2022/087003

120

T

——

e

P

—

5/8

— B9
—BI199
——-B223
——-B223

— — — Base
— — — Base

(%) oa

PCT/US2021/055663

erLe
8C°9C
3454
65T
vLET
68CC
¥0°CC
61°1C
$e0c
0S°61
$9°81
I8L]
9691
1191
9T ST
vl
LSEl
oLl
L8'TI
€01l
81°01
£e'6
8¥'8
€9'L
8L9
v6'S
60°¢
149%
6t¢
1S4
0L'1
$8°0
000

Time (hr)

FIG. 4B



WO 2022/087003 PCT/US2021/055663

6/8

o o
o N
o N
Mm M
Lo
|
i

——BI199
———BI199
— — —base
— — —base

8LYT
LeT
L9TT
L91T
89°0C
69°61
0L°8T
ILLT
vL91
9L ST

\:}\ 8L
RS 8¢l
$8T1
6811
€601
86'6
\| L0°6
\ K4
W IS°L
9L9
10°9
] 9zs
115y
9L°€
10°¢
97T
15T
9L
1100

=] (=
A N e

Time (hr)

FIG. 5

80
60

100
-20

sseworg



WO 2022/087003

800.0

700.0

600.0

B199
B199
—-—-—B223
—-—-—B223
— — —=MRS
— — —MRS

500.0

7/8

300.0

<
(=2
(=3
<

ssewiorg

200.0

100.0

PCT/US2021/055663

0.0

et
€T
L9°1T
(41114
$6°61
6061
181
9¢'L1
6v°91
2961
174!
98¢l
S6°Cl
S0°Cl
9T'1I
£Col
€6
£v'8
SS'L
IL'9
L8'S
¥0°S
0Ty
9¢¢
394
691
680
100

Time (hr)

FIG. 6



WO 2022/087003 PCT/US2021/055663

8/8

—--—---B223
---—--—B223
——BI199
——B199
-----base
-----base

(£
L8'1T
e
LE0C
961
L8'81
T8l
LELY
991
L8'ST
A9l
LEYT
9'€l
L8'TI
4Nl
LETT
9°01
L8°6
6
LE'S
9L
08'9
109
A
\YRERS
A
i| 10°€
197C
151

Moo

Time (hr)

250
200
150
100
50
0
-50

sseworg

FIG. 7



