PCT/US2021/064339

WO 2022/140252

1/28

l "Old

pojeblie] = s||99D +Wo]p}

€dN > ZdN > LdN +WO P} pajebie] JoN = siieD -WoLp}
- S ~ w ol
m ey i, V VNYW 810
- - o < - L -8 =3<— —— N 9podleg
T T £ %
=385 W N [eHejep

TP

asno
s|[8D +Wo] p} s|@D slied apooleg
ulI sepooleg aosuanbag ybiH mo SOvA4 A.“__Mﬂm_mwm_u +VNHW a1d
salllen yoea
Aresqi] dN

wejsAg Bulussiog YNYW




PCT/US2021/064339

WO 2022/140252

2/28

SII®D moddO
ul sepoaleg aouanboag

dd49

7

s|IeD slI®D
ybiH mo

¢ Old

pajebie] = $||80 ,\5-d4D
psjebie] 10N = s|I90 g, d4O

SOv4 OSNON d49O

apooleg
+dd49!s
sele) yoes

‘Aeigi] dN

welsAg Buiuealog YNYIS

d49I1s
N epooieg

N [eusley



PCT/US2021/064339

WO 2022/140252

3/28

© Screen 33
© Screen 35
© Screen 36

% Delivery by Screen

s||80 ,01ewo] p}

%

FIG. 3



PCT/US2021/064339

WO 2022/140252

4/28

| pidi Arejdwex3
g pidi] Asejdwax3
G pidi Arejdwax3g
. pidi Aejdwax3g

€ON

—
2]
b
P
9a%a%!

Siied L
I

v Old

91Ao0uo
_

s|°eD 9

G290'0

<

GH O
S

+Wo| p] uss|dg

OFQA_ O~

—GZlL 0

—Gc0

|
o
(=)

8||90 ,0ewolp} %



WO 2022/140252 508 PCT/US2021/064339

[] Saline
Exemplary Lipid 1
Exemplary Lipid 2
Exemplary Lipid 3
"] Exemplary Lipid 4
64— T
T
o 327
8 164 [l l | \ I
o I T I I
- 8 - (]
% | I [
5 47
R 2-
" ﬁ
0.5 T T T T | T =] T T
Q,O > o~ (\00 A NS \%
N N R\ SIS \0@0 O
@@(‘ @0& ®®6 N & & R @e(o
S L W 3 &
¥ & O @ Q
e;@ \a

FIG. 5



WO 2022/140252 6/28 PCT/US2021/064339

Mass Ratio = 11.7

400 — Mass Ratio = 19

. [

200 —

hEPO in Plasma at 6 Hours
(ng/mL)

100 —] _|_ _|_

FIG. 6



PCT/US2021/064339

WO 2022/140252
7/28
EXP 111 Rat AST and ALT at 24hrs
150 —
ALT AST
100 — T
[77] —_
£
< J—
N
©
=
S
50— —=—
—
N
0 ] 1]
) N % N
o . O L . .
A A A QA
NGy N4 N g
¢ & ¢ &
& & & &
¥ &5 & &F
Lipid



WO 2022/140252 8/28 PCT/US2021/064339

EXP 111 Rat MCP-1 at 6hrs

10—
8_
1 =

©

g2

8o 67

[a I

e

< E

i€ ,_

OCD

=< 1

2_

0 l l |
(/)
L
& X X
& O
S
P
% <

FIG. 8



PCT/US2021/064339

WO 2022/140252

9/28

6 Old

(s1y) esop isod swi |

| pidi Arejdwax3 -O-
G pid7 Areldwax3g -O-
3OIYaA -O-

— 0001

— 000¢

— 000€

— 000Y

(qwybu) ewse|d ul 043y



WO 2022/140252 PCT/US2021/064339
10/28

O Vehicle

© Exemplary Lipid 1
® Exemplary Lipid 8
© Exemplary Lipid 4
O Exemplary Lipid 9
©® Exemplary Lipid 10
© Exemplary Lipid 11

T
RIS

2626202020 %6%% %%

I
o (=]
[{e] <

80

(%) SOSH @AnIsod Japoday

FIG. 10



WO 2022/140252

11/28

o Exemplary Lipid 1
©® Exemplary Lipid 8
® Exemplary Lipid 4
O Exemplary Lipid 9

@ Vehicle
© Exemplary Lipid 10
© Exemplary Lipid 11

= SOOI
o

RN
R R

0T 55% TS

|
o o o o
<

(%) S||@D Molepy auog aA)ISOd Japodey

PCT/US2021/064339

FIG. 11



WO 2022/140252

PCT/US2021/064339
12/28

© Exemplary Lipid 1
® Exemplary Lipid 8
® Exemplary Lipid 4
O Exemplary Lipid 9
o Exemplary Lipid 10
© Exemplary Lipid 11

© Vehicle

50
52eSeieela e afeteetetotel

[
iedeleles

60

o
< N

(%) sl|@D ues|dg aAlISO4 Japoday

FIG. 12



PCT/US2021/064339

13/28

WO 2022/140252

dr Aseid
L1 pidi] Aleidwexy  © | oz

oL pid Aejldwexg © it

6 pd Aueldwexg O | — Ov

¥ pidi] Avedwexg © H

— 09

g pid Aieldwexy © |

L pidim Aigldwexg  ©

SPIYeA O — 08

ool

s

3

T T e T e T e e T

— 001

(%) s119D uas|ds aAISOd Jouoday



PCT/US2021/064339

14/28

I Old

|l pidi bm_amem_ 0}

Lig dx3
_8lzdxg

L U_a_._ Aeldweax3 o)

000G ¢

©
© [x

0
0%

X | XXX |X]|X

XXX | X|X|X]|X

| pidi] Arejdwax3 o)

WO 2022/140252

pazijew.oN |Juelpsiy

pazijewloN |Juelps|y

pezijewloN |4uelpsjy

:s]199 21npua( dug|dg :s|199 g Jw9idg :S|189 21upuUa( Mousepy auog



PCT/US2021/064339

WO 2022/140252

15/28

| pidi
Aejdwoaxg

uey}

SS9

| pidi
Aejdwexg
uey}
Jayealn)

(6ae) | pidi7 Asejdwax3 o} |JUBIPSN PazI[eW.ION

| pid
Aejdwox3g

ueyl

§S97

L pidn
Aejdwaxg
ueyy
Jsjealn)

(6Ae) | pidi7 Atejdwaxg 0} 8ASOd Jajoday % pazijew.loN

SiIeD L



22222222222222222222222222222
11111

ary Lipid 1 (avg)

ormalized MedianFI to Exempl

QQQQQQQ

©
©
Z gggggogg %, 9
T

LSK (Lin-Sca-1+c-Kit+) Cells




PCT/US2021/064339

WO 2022/140252

17/28

oJIE
O i

%

PR AVY1S

NO'L
N0z
] (@)
-INO'E

~NO'V

olld

POrOt o

 SESTVENE AN

O FNO'L

“N0Z 9
H O

~NO'€

IOy

Ll Old

o114
g0l 0L 0L n 0
st i1
~INO' L
NO'Z B
. @]
-NO'E
. Wvisl: wo'y
o114
g0b 0L ,0b 0
' §3 . EA ‘4, . | NN E "4 o
SN0
-0z 9
O
-INO'E
w AST-noy

o114
g0l 0L L0l 0
% 3 s 2 3 s '3y 1 - o
~INO'L
-N0'Z B
.” O
-INO'E
e m_>_<._mm -INO'¥
2114
0L 0L L0l 0
i . 2, s B ; 5, B < RO £ : o
~INO'L
“NO'Z
(@]
-INO'E
AST]-moy

L1 pidi Ateldweax3g

L pidi Azejdwex3

[oJjuo) sules

SOSH
=171

SOdSH




PCT/US2021/064339

18/28

WO 2022/140252

L pidi7 Areidwex3
| pidi Aeidwex3
aulles

=

e

]

N

=2

+mvn__O=E +m¢m_03c

o

=

pooig ,y£dD-OSN

I
o
N

o o
© <
s||eD ,Jepoday %

[
o
[se]

8L Old

L1 pidi Ateidwexy E31
| pidi Aredwex3y ]
asules 2

SOSH-L1
UBWNH  +p€AD  SIIPD 9AIT
1

——

T O

Mouep suog  F£dD-OSN

I | |
o o o o
(a2} N -
s||9Q ,Jeuoday 9%,

[
o
<



PCT/US2021/064339

19/28

WO 2022/140252

L1 pidi] Aeidwexy [
| pidi7 Aseidweaxgy
sules [

ob__mm_ ._a._m_B

W

| |

0
-0¢
-0V
-09
-08
-001

(s112D MS1) mouep suog

L1 pidi Asedwexy EX
| pdi Areidwex3 I W
sules 1

s||®D +Jauodea %

61 Old

i
o

RS
olelele

s
TR,
oletotolets!
|

<5
[

o o
© ~
s(1eD +Jauodaa %

-08

(sl1@D anI) mouep auog

L1 pidi Areldwexg 1
| pidi] Areidwexg [
aulles [

o\n__mm_ _\o._m_:mo

i

poolg

T

-0l

sl18d +Jeuodaa %



PCT/US2021/064339

WO 2022/140252

20/28

s|ejeoy
payull-Ie}s
om|

0¢ Old

[e1e0y padull-Ja}sT BUQ

s|eleoy
payull
-19)s3
om]

s|ejeoy

payull-le)s3
om|

lejeoy
payull-1e)s3
auQ

ZK//\

XSRS
5
3
detet

=
050:%%
IS

%

%

T

LIESEE

0.9

W |

apoN ydwA Buluieiqg

W7

NN
M.

o
-

o
N

(@] (@]
< (32
Aususiu| [eubig |79 eAneley

o
0

o
«©



WO 2022/140252 PCT/US2021/064339
21/28

Bone Marrow

(Bulk)
5_
a— O
g
[} 3
E
o
N
<
5 2— ,
E :: NAAA
O
1_
0— - E i
J i R B
) . > N
N R A A
S & S NN
& & &L
2 S N S N



WO 2022/140252 PCT/US2021/064339
22/28

Spleen

20—

15—

10—

QR

Max A->G Rate (%)

<5
2959

RS
L

XX

FIG. 22



PCT/US2021/064339

WO 2022/140252

23/28

Liver

20050 %%
SRR
s
S satoetetes
0002020 %0%%
X REIREIREK
IS
2020202 % %% %%

90%%%
0000

100

80—

(=] (=]
© <

(%) a1ey H<-V xep

FIG. 23



22222222222222222222222222222
24/28

42.4

[Ty -, |

(SDASH ,03ewo] p1 %)
uoissaidxy Jepoday



222222222222222222222222222222
22222

N

Ll
llllll

- - Q < ] O
OOOOO

(SDdSH ,OCrewo] Py %)
uoissaldxy Jeuoday

L,

. mEm ;
§ %\\§ Yoy (ED

QQQQQ
«Q N

($DdSH ,01ewo Pl %)
uoissaidxg Jepoday



WO 2022/140252 PCT/US2021/064339
26/28

S

s %, o
HE AR

c o o o o o &
(,01eWOLP3 %)

uolssaidxg Jopoday

% . %’%jgg'%@

? """""""" j%oo (_D.

lg H ¥ ¥ 1 &%4*:@ H
(,012WO0} P1 %)

uolssaidxg serodey



WO 2022/140252 — PCT/US2021/064339
27/28

[l Exemplary Lipid

77 Saline

FIG. 26B

+
#
(9.0)
()]
QO
(o]
= %
> %,
£ *
1 1 1 1 1 1
o (@] o (@] o o
o o o o o
o o o o o
Ln o Te] o n
N N — -—

|4 Jouoday

FIG. 26A

R
3 3 O 3 < O3
N SN &Ow Sy
*\\\

§ O S % 1 PN . ‘\‘

{ b0 (ouodey s

%%

uessudey seuodey



WO 2022/140252 PCT/US2021/064339
28/28

g "@gv;

(,¥£QD ,Jeuoday %)
uoissaidxy Jepoday



