WO 2024/152034 PCT/US2024/011541

% Motility

1204
1107

. T

1101
1007

90
80
70
603
507
407
30
20
10;

EC5, (MM)
i
x‘i _|
\\&

1726

DRAWINGS

a Lactic Acid
s Copper Sulfate
e Zinc Lactate

r

T | S N N ———r—
4 40 60 80 100

Concentration (mM)

FIG. 2

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

2126
B
o b
= =k
| s
A< S sE
; /N =
N ) . i
S 3 35
" K
/% I B
= oo
L . B
S 8 82 ] °© 2 8 83 8 ©
(Jon3u09 Jo 9,) uonesousd (Jonu0 Jo 9,) uonesausd
geo)
K
§-

s T
£ —
= =

(&
S 5
o = ©
LB | B
I_/ Lo /
B
= E
o o o o o o o o o o o o
‘C_D o0 © <t N ‘C_D (@] © <t N

(j03u09 Jo 9;) uonesjausd (joa3u09 Jo 9,) uonesjausd

SUBSTITUTE SHEET (RULE 26)

FIG. 3



WO 2024/152034 PCT/US2024/011541

3/26

O ZnlA
O CulA
A ZnCu
V' CuZnLA

FIG. 4

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034

4/26

%Eﬁﬁm@m% .

15 22

10

o FRkRkakaEabak]

T
HEH
S iEREakakRkaCabak]

HEE T

— T
(@

O EREEEREEREZERE]
s el

100

e R
o o [} o
~N

[
O © <t

Aymow %

SUBSTITUTE SHEET (RULE 26)

15 22

21

15 22

14

15 22

10

15 22

21

15 22

14

15 22

21

15 22

14

15 22

10

1

11

11

[ZnLa]

|H

‘H

‘ﬂ

|H

W

P

<
=L

[CuSo,]

PCT/US2024/011541

Concentration (mM)

FIG. 5



WO 2024/152034 PCT/US2024/011541

5/26
AP| SVF
100
751
E
S
(/2]
2
° 50
=
<
S
>
o
25
0
60
) !
o
§40
'f,E‘, °
g &
&
= 20 ui
; t ;
g') | |
= | i | |
0 | |
N
5 ¥ w
\\Q)
\5&\

FIG.7

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

6/26

Post-wash 3_hour_incubation
80
£ —
S
(/]
Ke]
3 60 —
[1+3
g
a ? ’
g
a 8 ]
k-] || || ®
% 40 g
_ 1 1 | o
g | —— == =— '
20 ?
& N\ & & N\ &
& &
NN NN
FIG. 8
90
s
360
S
30
° ' > N
Q xQ Q Q Q :
(§:\<,8\ {b(‘,\@ (:\(z?’ Qs}(\& @‘5\' (:\(8\ Size
&Q’Q F GQ’Q% o &"‘g OQ’Q% .St1t
Q S N\ S atus )
6§ Qsi‘q’ ’ <<§o °§< ’ Q\§ §\/ & Capacitated
& & S A Noncapacitated
&
FIG. 9

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

7126
120 5 —-O— CuSO4
100 — ZA
LA
S 80
2 CZL
£
= 604
40 -
20 -
0 |
2 2

Log compound (mM)

FIG. 10

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034

8/26
i Zi"
i by b,
%"E— 573,<&?
WIS ID o &7’;;900
HSSY- 457
= N N
% &/){’4/%9?‘9
T Zfa
HY T
¢l e
-k:-k: | b,))‘&go
% b’;ﬂq/&,.
@5/%/8
|_L ) é"
|||||||/7{’4Q/\9‘9
O O O O O O o o
‘<_r g ‘9 O O <
(n44) syun Bulwioy snao4
1 g
N e
x gc_ gx@
= NON
p—
S~~~} &,7{;1/((,95
HRS
i 0
e
L8
i ;"&g
* 3 e
3® @@@9'
i S e
H — SQ/@((/&.Q
T 1 Y So

44) shun Buiwioy snao4

SUBSTITUTE SHEET (RULE 26)

2% VF+20% SF

No fluids

2% VF+20% SF

No fluids

PCT/US2024/011541

FIG. 11



WO 2024/152034 PCT/US2024/011541

9/26
—O— Zinc Acetate
--0-- Copper Sulfate
120 — -Z%- Lactic Acid
100 — —57-- ZCL Combination
80 —
]
o 60—
°\°
40
20
0 [
3 9

Log concentration (mM)

FIG. 12

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

10/26

kK
I
y
‘?\

Na
x
S

2
S /\?‘

kkkk kkkk

N3
O

&
2% VF +20% SF

.

o 23 © < o~ o 9

Tw/ndd Z-ASH b0

FIG. 13

Kkk
y
\?~

f;if
);\§§~
BRI
&

*kkk *kkk
X

S
No fluids

kkkk

-~ N

F' [ l%i) L

kkkk

= © © < o~ o 7&

Tw/ndd Z-ASH 6o

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

3
SEET R
30% AB Serum

N
SRo
No Serum

FIG. 14

\y~
&

1 &

: zzzzz) b,

SsSSSSSSSS Aé/?@

l ./O .Z \QC'A

30% AB Serum

[v4
)

E : b

S 59/7@

| Ry
. s
e V%,

O
No Serum

0
&

f=) =)
~ ~

n49

TMTC{H

SUBSTITUTE SHEET (RULE 26)



Gl "Old

48 %02 + 4A %C Spinjj oN

PCT/US2024/011541

% D .
nc @/ nc nc

N N »wv 0 &)ee o @ @ AR

%4%&&&&&&&&6 AZ) A«@o%

N N

/+¢ & &&6 &&&&&)o &) &)@ A«&o %

12/26

WO 2024/152034

FERF gpgy FEEF

_ 1
HEEX pppy FREX _lnm_ FRRK rW“_ \ KRR

&

\ 005
m\\\ m % 0001

FHFRN

-00G

% L0001
) w 005

~000¢ 10002

LRKK
FRRK

W

SJUN09 uoIsN[ou|

-00G1 A

SUBSTITUTE SHEET (RULE 26)

SJUN09 UOISN|oU|



WO 2024/152034

Cumulative LT release amount (mg)

PCT/US2024/011541

13/26

270 -
- A 10CSA-10ZLA-20L
_240- O 30L
5. |o O 10CSA-20L
?Es,m‘o A 10CSA-10ZLA-10L
= 180
o
3
e 150
[4+]
[<}]
2 120-|0dh
2 90 oa
> ]
‘= 60 A
(]
01 &
0 6. A — g —— S ——
0 5 10 15 20 25 30

Time (Days)

7007 MM AMAL A Al 4 f0CSAOZIL20L
600
A
500+ o o OOm o O O 30L
4001
3004 Oy ©oooo ooooo ocoooco ooo O 10CSA-20L
go MW AW MWW MA A 10CSA-10ZnL-10L
200008
10044
O I I I I I 1
0 5 10 15 20 25 30
Time (Days)
FIG. 16

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

14/26
120 - A 10CSA-10ZLA-20L
i O 10CSA-20L
= A 10CSA-10ZLA-10L
> .
3 100 A O 30L
o
E
£ 80 A
2 A A
S 60-
ﬁ A IQ AAAA
[«}]
|
oy B
As
O | | | | | |
0 5 10 15 20 25 30
Time (Days)
1400+
AM A 10CSA-10ZnL-20L
1200 AMAL
1000 ak

O 10CSA-20L

P A 10csA0zLA0L
ﬁ M oo
e

800
600-

A
A
A
A
A
400- 88@@9
2001 A Ij:,j:l:'
10 15 20 25 30
Time (Days)

FIG. 17

SUBSTITUTE SHEET (RULE 26)

%%

Cumulative LA release amount (mg)

B

()
(&




WO 2024/152034

15/26

PCT/US2024/011541

40
A 10CSA-10ZLA-20L
® 357 A 10CSA-10ZLA-10L
k<) 304 o 30CSA
£
E’ O 10CSA-20L
S 254
: 3
3 150 a
&3 A
= o A i
o 54 A A
°<8>8 06683 054 Adas
O | | | | | |
0 5 10 15 20 25 30
Time (Days)
Cu
6350_ \AA AMA A 10CSA-10ZLA-20L
< 30 aat
§ AA M A  10CSA-10ZLA-10L
b A
3200— 2
[}
<t= 150‘ AA To) 3OCSA
o A A oL
g 100- A A df) O 10CSA-20L
k] N A Eﬁﬁa
s Vg 8
o O I I I I I 1
0 5 10 15 20 25 30
Time (Days)
FIG. 18

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034

16/26

PCT/US2024/011541

Zn
25
= A 10CSA-10ZLA-20L
% 20 A 10CSA-10ZLA-10L
E
e
3 15-
£
: |t
3 A
3 10-
[}
A5
N 2
7 57 DA
a A x ‘A‘f A
: A a2 .
| | | | | |
0 5 10 15 20 25 30
Time (Days)
= 200- Zn
£ AM A 10CSA-10ZnL-20L
= AMMA
S 1501 R Vo
2 A oA A 10CSA10ZALA0L
3 A
8100_
5
Py A
> ]
§ A
o O MI I I I I 1
0 5 10 15 20 25 30
Time (Days)
FIG. 19

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034 PCT/US2024/011541

pH at 37°C

17126
7.0+
6.5- -
© 6.0 n
S B
T 55-
=
5.0
45 T T T | T
&) < &) N
QI R
SOOI
@ &Q\OQ 3 ‘«\é\'
P & L ¥
\%\} §\% QQ\ ‘b()
QQ: (_,% /\> .\QQ)
QOQ AR v
FIG. 20
4.8-
E -'@ ——————— ERE
e o~ Y 1 30% CSA
4.0
3.6
3.2 10% CSA + 10% ZnL + 10% LT
T~ 3 10% CSA+ 10% ZnL + 20% LT
2.8 - -_’" )
L - 2 30% LT
24 B - B 10% CSA+20% LT
20— | | | .
0 5 10 15 20 25 30
Time (Days)
FIG. 21

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034

18/26

PCT/US2024/011541

5% VF

(=]
o

(LLI) Aupgern o,

(]
Yo}

200
1501

H ;

o|—|

e

"z .

7777777 JI777777
HZ

. 777
W

- vEZ

s

No VF

£
O
Gl
WS hS
4@%’%‘9
U2,
73 0
UE S5

[ /000‘%3&0

A
R

o
o

(LLI) Kapgern o,

|
(=]
Y]

200+
1501

o

v

SUBSTITUTE SHEET (RULE 26)

FIG. 22



PCT/US2024/011541

WO 2024/152034

19/26

€¢ Old

N 22V NWGe W 05 NWO00,  [ouk9 EIES
NWlZyuzZ  vuZ vz a i/
WW ¢ SD

NWZZEV1 WW eVl
NWGZYZ W00l VZ
NW 86 SO W Z¢Z SO

W ¢¢e

Y1

W G2 AW 001 W £8°6 W ¢'¢e |ouAD) oulles
VZ VZ SO SO

4A %S

4A ou

4A %S

4A0U

SUBSTITUTE SHEET (RULE 26)



No VF

WO 2024/152034

H

5% VF

u
—
—
—

80-

(Jw/Bd) 09|

| 1
(e (]
Lo (@)

250-
200-

(Jw/6d) 0|

(]
Yol

PCT/US2024/011541

NO VF

|_

|
(e
(o]

N
(jwybd) 0

SUBSTITUTE SHEET (RULE 26)

100-

|l

FIG. 24



WO 2024/152034

5% VF

PCT/US2024/011541

%

NO VF

25

No VF

! /(/

T T T
[ Lo o Lo
N ~ ~

(jw/Bd) g1

mm%@@mmﬁﬂ

:

10

| | |
©

(lw/Bd) -1

SUBSTITUTE SHEET (RULE 26)

FIG. 24 (Continued)



WO 2024/152034 PCT/US2024/011541

22126
B
_4®///
@a b
v 9,
@ A’) H H
//Q/AAA@ m 4,
@@ A&O |—|7 : '@@116
<o. E
% %, gy,
Qe — %,
}I} /Oo( I—W 4, %, %
NG %S
e 4%
) &
. '00?/@ ooacéo
S S S S ° % %S
S re) S re) % /0( 0
© 8 S ‘%
(Ha) Aungenn % BT %e
. 0@@
/@@
, o o o o o %,
g 8 8 8 Z
m_ @@ 0
: , 4331 %
Z KR
C}
7 0% %
A
H(A'//@AA@
'/ i @@(%2@
¢ C>C'> (V)
9,
%, S
b
O/{“)
,q%@
. : . %,
o o o o o %,

(LLW) Kmqern o,

Exp 1

SUBSTITUTE SHEET (RULE 26)

FIG. 25



WO 2024/152034

23126

-

PCT/US2024/011541

NN

o =)
S re)

(Ha1) Amaenn o,

150+

4331 %

|_

o )
S e

(LLIN) Aunqen o,

150-

Exp 2

SUBSTITUTE SHEET (RULE 26)

150
100
5

FIG. 25 (Continued)



WO 2024/152034

24126

PCT/US2024/011541

300+
200

100

4331 %

FIG. 25 (Continued)

!
o
o

150-

(Ha1) Angern o,

Exp 3

T
(]
Yo}

SUBSTITUTE SHEET (RULE 26)



WO 2024/152034

25/26

PCT/US2024/011541

i,
(s
! w
4/0 S
S
5 4 (’é
Qé%b'
C)
b
}II- /OQf | 4, )(,e
' &
| %, — ", e
) o o o %/0 00/
Lo (an) Lo O | O é’)
e 2 9, %
(Ha1) fungein o, ¥
L 5,
%
O
|' [ 0@@
%,
o ) o o 7)
Yol (an) (Yo}
|_ i @Q/ T A
@Cz) ¥33L %
2
I— i @@ <
a
&%
|' i @@ <
2
[, %
65
H -
%&%
2 8 8 ° 7

(LLIN) Aunqen o,

Exp 4

SUBSTITUTE SHEET (RULE 26)

FIG. 25 (Continued)



WO 2024/152034

PCT/US2024/011541

v
H %,
C>
>, X,
by “ex,
(& =
b TR
I{\\ , (& %
Sy SN A
& /%e
%
- X e
h_ %
L o N s 1
Q// LAWY
& S 7,
H} 4 ; : %
04‘ L\\\\\}\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\‘ Cé>
%, X
H /0 LI Cz> ZS/
f T O R AN NN NN NN N NN NN NNNANN] 4 6
=) o o o 5 %,
L = o 0 - : 7
— AL AR Y \9
K 0 m@:mxxmm:ﬁréy
(Ha1) Aungern % > — “,
a T /4
LSS NN NN NN NN AN
H - . /7 7 /1 4@ O
A\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\V_ /C> e
D AOS SIS SN NNNNNNNNANNANY
A %, %
P
— NSO ¢ 6’0
S S S 9
afalalala y
EONEO %?
| ©
SO 2
)
o o o o o 9
H L/ S B S ©» %,
4@ S 7
77 PAC ¥33L %
4w %
H _ Céifxé/
: U, > >
; 7
0 9
HN A
3 7
- "[\\ [ 4> b') <
> | (%
© 4,
a v,
%, SO
%
4 Vg
%@
L0
%b
o o o o o %
o 0 o ¥s) /)
[aN] - -
(LLN) Amgern o

SUBSTITUTE SHEET (RULE 26)

FIG. 26



