PCT/US2021/060123

WO 2022/109291

1160

[ DId

VNGO

{pauod) L 'oid 0 01-6

900z veRLOLE YH |

mwoN&\Mnxcﬁ«mI m
YLOZ/G0/UNOSSINAY €H

mmmﬁmmm&mam@qu
POOCIE0Z LWRUIBINY GH —
BO0E/LO/BIUOHIEDNV LH

VS -Hipesid

M0G = NS
a8INno-02 S
A

0049 = P8LOS $[j80 g +GH
Ol GG = pejeboLisiul wew g
G = SJoUo(

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

2/60

(pauoD) 1 'O

SISBUIUAS
Buusnbeg ad
HOd eadei/jepguig]
voiid
SABD Gl £l
uononpsueiy {p Buippng (o BuiBeyoed (g UOROBISUBK-0D DHUSE] (B
uoieo3un j2-
pue AJus JO ¥20|q

UoljeZIRANSpN

uoissasdxe
asesslIonT

A LH04Y

@mﬁ%[

spuuseld oiseg

uoneziennanN ddzH/GH

g b D3
Woy

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

3/60

¢ DId

80U823810N] 4
VPR VBT  VOPOY VB VPOV TVEI  VIMRPENIVE  VARBGNIVET Y0 ReN ivelT
G0}g0t50L70L 010)  0Ly0501201,00400 01,0101 ,04,00501 5015010100 0Lg01 5010101501 0001 6010101501 0101
-7 01 07 02 02
ov g Lorg g 0vg’ ovE ChAH
- = = Ob=| 097, 2
w0 00 [ oy ¥ T L m— ) , 09
76L £5. s oy | 998 g | 968 08 |z og
FAGRRN YT VOPRN VAT VA9PRN IV VPRI VO VARV IVEI  VLbO B DBl
o0}y0404201 01401 5010101040101 s0y010400 0hg0h  500,01501201,00,01
2] oz _| oz
S g sy g bR
075 =1 LEY -l

VP BEY S YRl WRERY L YR YWEERY YR YBERY IR WIBeY IR VAR eelY TRl

ElH

SHe7 URBUILBLL UO PBsseidxa JIoAISSa) [Ruiiue 8u) ul BUBINGHD SYH AYI OF 21 4Hd PUB | |-4H 4 Jo Bulpuio 80y

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

4/60

dn-18s Joj pasnjjam %

(pauoo) 7 'O14

Y-Lb9 BXalY D gL

Y-1¥9 BX8lY ~ gl

Y-1yGexaly - Y-8l Td -1y BXElY -8 Td

Y-1p9 X3l - YR

PRACLIC RS o

cOLy0HO0L00L 1604010000 001 50140150101 %gsm 0 500 c01 104 é%w 01,0101 ;01 ac_ﬁ $0L 40160101 _ecea
3 3 oo 0 02 e
5 g T ey 02 21 4HA
001 i 138 5 o S
01 06 = 8=
S 0 e 09
AR 05 Ve 001 o 1 4% e Il 2L e L% 02

VL9 BXBIY By
o0t y04 504201 00 o0

V-L49 BXalY 1 YBL
5010101 201,01 401

=119 BXalY - ¥R
o0103:01 701,01 01

-0 BN Y81
01 401501501,01 001

0

V-249 BXaRY 1 Y814
010501501, 01

=

¢

Ok
52 g o bhaHd
=4 =S =
14 , ; H
VIR I VOBV IVE  V-A0EReN IV VBl IvEld  V-IP9Re IYRIT  VeLvO e DGl
50150150301 ,01 601 mea:m:m:ogﬁw_wo %:Q%Nm:ggem %:@:9%:9%& o0101 50101 0101
. L 02 oz
mmw ,owmu cwmﬂw 20N
= 082 2
4 L0 09

609

HOON 8LH

9iH

LIH

S[i90 UBIBWILLIBW UC pesseldd JIoAIBSS) jBUUB au Ut Buieinoio sy Al 01 ZL4H- PUB || 4H-4 10 Buipuig 804

GiH

PiH

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Log EC50 (ng/ml)
3

i

PCT/US2021/060123

5/60

H1, H2, H5, HO (group |

"0,

ns

ns

n&

FIG. 3A

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

/i)
L

Log EC50 (ng

sl

PCT/US2021/060123
6/60
H3 (group 1)
ey
) ns
@.
4 &8
g o
& &
i . Sef
e | _§§ |
S - eg8ge
§§§§§® & Se
@@ A\ @@@
& b
O ~
& &
FIG. 3B

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123
7/60

WO 2022/109291

v DId

-4 PO EXBIY Y8114 -/ PO BXBIY 1 Y8174 Y- PG BXBlY 1 Y8114 -4 PO BXBIY 1 Y8114
01,01 0F ;01 01 01 0b 0L 01,01 01 01 0L Ok 0F ;01 ,0F 01
g WM - i .@mmﬁ e
. 0 00vE =
e 3
628 0L 87’8 0 m w %
sy-1pg Bxepy BRIV L hy-ipg exely  DrolY =3
051 ®
L
&
a
Y- 70 By 1 Y-8LTd Y-170 BXOlY 1 Y-8171d V-4 59 BX2IY o -1 - P0 BXSlY 1 Y-8171d @
renn
01,00 (0L 0L 04 401 0L ,0L (0L L0 01 (01 O 40b (0) ;0L 0L ;0L 401 ,0L (0L ;0L 0} (01 &
) ') o
05 ¢ 09 2 -002 N
& = L 00F © <
00} 001 g o
. g oo 06
EE'8 [og1 108 U5
rp0 Bey POV 008 -ipg Bory  BXelY -/ 90 BXSNY oL
AN 2 bl 20N HOOW ME\@&

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

8/60

Y-ib0 BROlY Y-8

6vk
L5
BX3IY

ieg v
YL EXSlY

09 5
08
001

(pauod) ¥ 'OI4

V4P BR8lY I -BLTd

¥-LpO BXSY V8L

GGl
“-{¥9
exaly

gyg ¥
Y/~ 70 BXONY

¥-L¥9 BXOlY D Y-8L7d

L0 (0L 04 01

Y-LP0 BXSlY 1 Y-8

0L 00 (01 ;00 01 (01

0 0

............. ” ~t o
&
9 m, -9 m
156 108 801 tog ™
“-Lv9 V-L¥8
Xy 0ct exsyy HIZL
A%k bidHd

Y-AP0 BXeY I -1

............ 0 Mw
0% 001
09
5 02
281 o8
g'18 -1¥9 -0
by-rpoexery OOV I0EL Loyl pg exepyt
V-1 BXSY 1 -2 -1 BXalY & Y-8L
0L 00 o0 0L 0L o0 O sO 0L 0L 0 O
.............. (@N
o o %N%
095 5
22 lng 00y
9i8 | -viv9
- pg Bxary  exepy (OO
009

80N

81.02/y00r/nsbuelp/eumMS/vV LH

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

9/60

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/060123

FIG. 5



WO 2022/109291 PCT/US2021/060123

10/60

A/California/07/2009

- i

§ 1004 000 Tem-pm

= i

N i

504

= ]

g i

o 0= vy
© 1 1 =1 .

~O | tttté S 4 5
© 50 - 10 0 10 10

conc. ng/ml

. =l o V1033

cemetlie-=- FHF11

b FHFA2

----- Ao FY1
FIG. 6A

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

11/60
A/Aichif2/68
- .
S 1001
= |
N ]
C 50~
= |
g |
‘5 : % 1
S : a2 4 5
© 50~ 10 10 10 10

conc. ng/ml

. =l o V1033

cemetlie-=- FHF11

b FHFA2

----- Ao FY1
FIG. 6B

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

12/60

HS/NVN/11/94 pp

= 100+

{ﬁ .

N 1

£ 90

- .

o :

- 0 _

P \ R * nwﬂ? .:ssm’g ‘“:"‘mf :rmifg .!Iifﬁzg
© 0% 10% 102 10® 104 10°
%Q

conc. ng/mi

-~ FMO8
- FHF1
- FHF12

FIG. 7TA

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

% of neutralization

saosndbc
o o
7. .5

T

5
n
o

PCT/US2021/060123

13/60

H7AT/G9 pp

m; B2

@@%‘3%@ 103 104 105

| conc. ng/mi

- MO8
- FHF1
- FHF12

FIG. 7B

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Activation of Jurkat-FegRilla (F1568)

14/60

PCT/US2021/060123

5
3

with A549 infected H1N1T PR8 (A/PR/B/34) (MOI 6)
Luminesesnes 20h

Luminescence (RLL

Luminescence (RLL)

5x10%

4x108-

3108

2x408-

IS

ﬁQ}hw\@

= FHFH
- FMOB LS

=+ FY1-GRLR

Activation of Jurkal-FegRilla (F158)
with A48 infected H3NZ (A/Aichi/2/68) (MO 18}

Lumingscsnes 20h

x40 5

45105+

Ix4g»

22105

1x {08 §\\

‘‘‘‘‘

& FHF11
o FMOS LS

101 108
ngfmi

FIG. 8A

SUBSTITUTE SHEET (RULE 26)

S
103



WO 2022/109291 PCT/US2021/060123

15/60

Activation of Jurkat-FegRlla (H131)
with AB49 infected HINT PRE (A/PR/8/34) (MO 8)
Sx105-
4x105 - FHF1
- FMOE LS

3 FY1-GRLR

RLU)

‘:f

3x108

25105+

1%107

Lumingsoannes

R S ——
0 S ey S
100 101 102 109 10+

Activation of Jurkat-FegRila (H131)
with A548 infected H3NZ (A/AIchi2/88) (MOIL 18)
Luminesceancs 20h
Bx10%
43107
N FM08_LS
=+ FY1-GRLR

3%108-

2x108-

%105+ A

Luminescence (RLU)
WY

TR (N st e Tt

10 10 13 10 104

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

16/60

FIG. 9A

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

17160

RS
3 R
: e
N
i
S

Y56

FIG. 9B

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

PCT/US2021/060123

18/60

. V52

. T49

-

- V48

145

W21

T41

FIG. 9C

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

PCT/US2021/060123

19/60

w21.

T41.
Y32 «

D19

R96 -

i, §30)

TR S S 9 1

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

20/60

PCT/US2021/060123

>
A *
DI—_—
ML AIENE TN
NS ] .
Q\\\\V
S
RSN
= RS
- o
R RN
N0 &
=~ -
o 5
£ 3% ]
N
3R ¥
-

R R

B

2
p

B
N
e R

Y

N
N
3
N
N
\-I§
X

e
e

IR N X \&g'

7

LRI AN A7

Z

SUBSTITUTE SHEET (RULE 26)

FIG. 10A



PCT/US2021/060123

WO 2022/109291

21/60

d01 DIA

AZEH WA LidHd

87 (LM ¥ MA M

%

26V WA bidHd

LEM ¥ WA L

(1A WA Lidbd

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

22/60

Y

WY

L BOOEN0Z] A

E00TIZ L pisRusdiiidsy
BOOTIROL BN

SO6 LIGRE/VBUNALY

BOOLPEL AU

YBELEC/BINGEEUUBYOLSY

SBELEL LSPURLIBUIBNSY

SOUE BIHSUODSIAANY

ZLOTIOGISERD I

ELOZIABG LESHIY/BUOY Bunpy

LOOZATACURYN

909t PELED 80N 3
g Lo¥'L LA
““““““““““““ YoLL o ARRTE L AAARLAHA
198 L TALY) ga-1} dH4
8421 ISEL 9A-1 | AH
114t 6211 £AL LM
MR (15 BUIRLINRE) LESIE IBIN0en)

CLOZEBES | SIPUBLIBENRG Y

OO LBURaERE N

QOB LIZAUIYIY

zerzshhalingry

5661 eps/BusyouBNy

LB LIGABUPpAS Y

GE6 LD LAMIDSONNY

[T DId

6661/01/M00S0N/Y £H — ¢

SOOT/LG/MISUOOSIM/Y €H — T

VLOC/60/UNOSSIAN/Y ¢H |

i

REEERa A

i!l?h” Y

o4

gj;\ YR
LwBu] ogoabon

g(!l\ii La

Y
W3

¥

Y

R
8>

(sedAigns zNeH o Bupuig vsIE)

vosuedwos pgoabon

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

23/60

NM .mwwmw 66/€L01/8uoy Suoy v 6H - ¢

YOOT/P6 1 1/WBWANA/Y SH ~ 7
LS61/50g/mede/y TH - |

Y-

seusnpuedersy
BOGo L ienoleny

iy x

VOB LIGEISRYS L 1Y

BEIOL/AUORRIET BBNNY

BOOTIGE L pUebu Ty

o N : WN.,
r S ‘
& W |

H ;

L3

i

[ T

N

L3

§X k3
O
HugBul penabon

g
NGH ‘ZNZH "ENLH 0} Bulpug veiiz)

(sadAns ZNGH puB |
uosyedwos pyoabo

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

nm

0.8

£

PCT/US2021/060123

0.4

0.2

0.4

24/60
FHF11v3
HA-S
/
| s
200 "0 600
Time {sec)
KD (M) | kon{1/Ms) | kdis{1/s)
<1.0E-12 | 1.64E+04 | <10E-07
FHF1TWT
HA-5 /
/
54{36’ ! I600' |
Time {sec)
KD (M) | kon{1/Ms) | kdis{l/s}
<1.0BE-12 | 1.98E+04 | <{.0BE07
FIG. 13

SUBSTITUTE SHEET (RULE 26)

nm

nm



WO 2022/109291

nm

nm

0.4

FIG. 13 (Cont'd)

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/060123
25/60
FHF11vG
- HA-S
E
[
400 600
Time {sec)
KD (M) | kon{1/Ms) | kdis{1/s)
<.0E-12 | 1.36E+04 | <1.0E-07
FY1
CHAS |
»
&=
RN PR il &=
B I T
0 200 400 600
Time {sec)
KD (M) | kon{1/Ms) | kdis{l/s}
<1.0BE-12 | 1.52E+04 | <1.0E07



WO 2022/109291

nm

nm

26/60

PCT/US2021/060123

FHF11v9

HA-5

0.4

400 600
Time {sec)
KD (M) | kon{1/Ms) | kdis{1/s)
<1.0E-12 | 1.62E+04 | <1 0E-07
FMO8
. HA-5
400 800

Time {sec)

KD (M)

kon{1/Ms)

kdis{1/s}

<1.0E-12

210E+04

<1.0E-07

FIG. 13 (Cont'd)

SUBSTITUTE SHEET (RULE 26)




WO 2022/109291 PCT/US2021/060123

27/60
FHF11v3
- HA-7
0.4 e
E
0‘!5266' 5400I5!606
Time {sec)
KD (M) | kon{1/Ms) | kdis{1/s)
541E-09 | 2.30E+04 | 1.18E-C4
FHFETIWT
- HA-7
0.4 4
E
O‘E‘QGG! ‘400I‘!600!
Time {(sec)

KD (M) | kon{1/Ms) | kdis(1/s)
2.03E-00 | 2.44F+04 | 4.95E-05

FIG. 14

SUBSTITUTE SHEET (RULE 26)




WO 2022/109291 PCT/US2021/060123

28/60

FHF11v6

HA-7 / a ~

nm

0 200 400 800
Time {sec)

KD (M) | kon(1/Ms) | kdis{1/s)
1.04E-08 | 1.84E+04 | 1.69E-04

FY1
Gwﬁw £ A
CHAT
0.4} /
e D e
A /M T N p—— . . i-
o 200 | | 400 S 800 ‘
Time (sec)

KD (M) | kon{1/Ms) | kdis(1/s)
<1.0E-12 | 2.02E+04 | <1.0E-07

FIG. 14 (Cont'd)

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

29/60

FHF11vY

- HA-7

=
-
400 600
Time {(sec)
KD (M) | kon(1/Ms) | kdis(1/s)
8.76E-08 | 1.98E+04 | 1.93E-04
FMO8
0.6 e
- HA-7 /
04 /
" JM__ ............... -
ek S . e -
200 400 800
Time {sec}

KD (M) | kon{1/Ms) | kdis{1/s}
<1.0B-12 | 240E+04 | <1 0B-07

FIG. 14 (Cont'd)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

30/60

6EYSO

4068

0000

0Ly

90/68001

L1950

94860

€020

eel’l

LE0E

L0E9 0

8¢85 0

440

G982°0

€0es 0

810°¢

0gal

LA LAHA
GLALLAHS
LA LdHA
ELALLAHA
CLALLAHA
LEALLAHS
OLALLAHA
BALEAHS
gAbLdHd
LALEAHA
ghbbdHA
GALLAHAS
pALLAHA
eAbbdHd
AE L E
VAL LAHA

PO EE X0

L IR

Vel DId

ju/Bu

-0Zt

UOIRZIBINGU JO %,

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

31/60

del 'DId

> > o b y
ggvmfszww, s,,&mw, xx%»g%«wsvw@ws%w . s%wgm@ws%%@%wg%r wz%w
wa, T TS M A S TS M A R S
af o & W o o T 4
: S : il
V
Y B y B &
L B & w@w
&
&
&
%137

uonezijenen dd oH

{rayBu) ogol

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

32/60

¥a0 0801
020 0501
£9°0 10501
620 10501

I AHA
GALLdHA
9ALLdHA
eALLdHA

yO1

D1 "DId

g0}

201

Ob

jwyBu

o0}

-0¢

-y

- 09

- (8

- 001

- 021

UOHBZIBINGU JO 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

33/60

H1N1 A/PR/8/34

120 -
100 -
- 80~
S
N 60-
©
& 40-
S
R 20+
ﬁ,...
”2{} AL | N | AR | MR
10! 102 10° 104 108
ng/mi
1C50 1C90
e EHF11V3 ~888.8 1045.252
o e e FHF11v6 1111 1856.639
---y--- FHFIS | 1036 1781.664
——O—— FHF1IWT | ~2005 2423.122
B YA 1858 3498.356
B S— Y1 1346 1985.559
FIG. 16A

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

34/60

H1N1 A/Solomon Islands/3/06

120 -
100 -
- 80~
8
8 g0
o
8 40
B
X 20+
0_..
-20 ; e s a
10° 102 103 104 105
ng/mi
IC50 1C90
e FHF 113 1123 1684.680
- oy =~ FHF11v6 2702 4542.275
---gp--- FHF11v8 1682 4761.589
e FHF1IWT 1951 5409.263
B 8005 16632.854
SR W Y 2102 4460.510
FIG. 16B

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

35/60

H1N1 A/CAL/09

120 -

100 -

% of neutralization
S
fae]
H

20
ﬁm
w20 =
"4‘0 1 i 5 b 3 !4 ¥
10 10 10 10 105
ng/mi
IC50

el FHF11¥3 4348
- - FHF11v6 | ~4509
——-xp--- FHF11v0 3115
SN W V4 5884

FIG. 16C

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

36/60

H3N2Z2 A/Aichi/2/68

120 -

100

80 -

60 -

40

% of neutralization

20~

IC50 1C90

@— FHF11v3 ~2166 2714934

- = oy = = FHF11v6 2423 4569.881
== --- FHF11v8 2543 4257.186
e FHFUIWT | 2824 7637.738
S - T ~16235 | 16771.707

e FMO8B 8453 11445.180

FIG. 16D

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

% of neutralization

37/60

PCT/US2021/060123

H3NZ A/Brisbane/10/07

120 -

-20 ey e -y o
10" 102 10° 10*
ng/mi
IC50 IC80
P FHF11v3 ~304 .4 351.246
- = = = - FHF11v6 506.2 684.439
-~ %7 --- FHF11v8 4442 455.690
O FHFTIWT | 885.7 1177.409
v FYY 2609 3488 .868
e FMOB ~1827 2077.192
FIG. 16E

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

% of neutralization

120 -

100 -

38/60

PCT/US2021/060123

H3N2 A/HK/68

10" 102 103 104 105
ng/mi
IC50
e FHF 113 2234
oo FHF11v6 | ~24899
- xp--- FHF11v9 2383
SN W V4 4625
FI1G. 16F

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

39/60
FeyRilla - H1N1
41085 -
= ~@~ FHF11 v8
d § L
2 30 —&— FM08_LS
3 - FY1-GRLR
S 2x10%+
(&7
&3
& 5
-
soend
0_
100
ng/mi

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

40/60

FeyRllla - H3N2

~@~ FHF11_v9
-6~ FMO0B_LS
~0~ FY1-GRLR

Luminescence (RLU)

FIG. 17B

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

41/60
FeyRlla - H1N1
4x105 -
=X ~e— FHF11_v9
& 1074 -6~ FMOB LS
& - FY1-GRLR
£ 2x10%-
[
&3
£ 1100
&
-
-t 55
ol8
100
ng/mi

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

42160
FeyRlla - H3N2
4x105 -
=X ~e— FHF11_v9
& 1074 -6~ FMOB LS
& - FY1-GRLR
£ 2x10%-
[
&3
£ 1100
&
-
ole
100
ng/mi

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291 PCT/US2021/060123

43/60

bR A R P v < - o oy 3
§ F 00 8 & = s § g 03 8 8 8 8 n =
= v o N RS & oo o o o ™}
A I N IS S A R 0 W W o o
B
y § v & oo 9w O S o el
g8 w0 o= o oa B O& D s o owm o ohoR w8
OO o2 @ &2 D o8 og foaoa ®og oo
LY
Sownt
o
= -y £ S Py o e =4 &8 o o5 N R & 23
= B B B SRS S = 3 S S B S S S T B
IS B S O T T4 T S S T~ S S S S~ § N
P - oy [ i S P o Py [/ 3 foe] Y ﬁ
-t o~ ey s i o = Py o~ o N e o o
Nonner Raac
WAKERg,
. E o ™y 90 =™ = W ® & N e w0 :
T o8 08 O8O o § = g 8§ 8 8 & 3§
=3 o ~ 20 <~ W 3 8 o S5 @ N o e
o Sy W Y = N ™ 15 ¥ = 5 P ER WY
LN ‘g = L e o N ¥ o~ o e b et &
=
A §
) N
A ew . & o s ~ 0
o 0N DoRE E o om s R 5 0 0u N o N
® ™ & ’ 3 S :\:; \Q‘ \Q‘ :?.4 ™ \:: R 3 & N
- R o= e e SN A T T N BN §

b
R Y \\\\\\\\\\\\\\\\\\‘&\\\\\\\\‘&

g B W e o
5 E Do o W 0 W 3 ; P o % : NN
g B
L
S . B =
§8 T S DS B S T O T B S |
iR *®F -3 §
ﬁ“ = R ]
R
&
xx . o e e ; : -
8/ N R - v WoW o ™ ;
800 5 ¥ 5 38 8§ %2 o8 8 B o= 8 8
33 N - T T S D T T T A -
S B I T R S, s oW
3 o = b NN o W @ g W k= & Xy wd :
= \:;\\ v oot it i FLes d S H %; < w9y P
N t et i ¥ o i pid - * o &
24 . "
= E - h ®
S N S H W § &
£ - E
§ BN {\:{:}
A s
i Tt
\\\\‘ \\\\\-
S - e
feeod »}N [
§ §\§ :%\.\i»-
ﬁ SN

FI1G. 19

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

44/60

1ELY

£577%

48

508 4

VoL WL

gLoe

GRUD

g B

'35 e

£BEL

2is

c

W
R

%
&
B

Wy

R
P

Fan
N

B1°4%

N
Q\?
#od
g

P
%

$
=™
o

24°7%

o

»

LW
9EELL

YESLT

g

[ARY

i

Sao¥

S 5
% L5

PoR]
&
Ry
ad

¥ L%

£ts

1%

BB

(pauod) 61 'DIA

BEEG

A

PAC R

1148 4

iy

R ELL

L HRY

YL

i1 A

o
o
~

o
N
i

WY
fua
o

P88

g
B

@y
&3
3

g\\
3

% 15

WY
W%
a3
R

{hepfymy {7y}

%

(/B 11, Aep)
P

Ayl
Ry

Wy ey

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123

45/60
Wi,
3.
=
O
o
N
oy
L] I
=
fo 1™
[ee ™
o fo .
&2
e,
- o
=
i e
pr—
= L)
-3
ouh -
i
N xI
Li.
-r $ Q
o3 ¥ 8 7 7 il
3 o <3 Lo [oe] o3 [an] o3 @
& A N
550 Jublem Jo 9 @
©),. poooseosy
©
oy
s H
[as 1
®
N
o
a5
fon )} I
=
m..
w..
P e
{@_
m.-
o @
el &2
L
- 2
- L
= - ey P P ) )
& ¥ T 8 ® ¥ B

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123

46/60
Wi,
3L
=
O
o
N
o
L] I
=
mw
ey
o fo .
&
e,
- o
&
i o
pa—
<t o
>
ol —
i
o T
Li.
1 ’ as
o3 5 8 7 7
Lo} o <3 Lo [oe] o [an] o3 m
o~ A A o w3 ) u2 L@t
550] Wbiem Jo 9 Q
0, e
w [
<.
=
[as 1
©
N
o
hant 5
fon )} I
@
mm
w...
P
{@_
mm
o @
el &2
Lo
o £
T é
= - ey P P ) )
& ¥ T 8 ® ¥ B

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123

47160

Wi,

3L

=

O

e,

N

o

L] I

=

fo 1™

o =
=

i o

wl &=
w0

o =3
[e)]

= s
e

b A e

- L

N T

-l & @

o3 5 8 7 7 il

Lo} o <3 Lo [oe] o [an] o3 m

o~ A A o w3 ) u2 L@t

550] Wbiem Jo 9 Q

W, o

©

<.

=

[as 1

©

N

o

hant 5

fon )} I

@

Fort

w...

P

{@_

mm

iy 2
&2

Ok o =
&

i p-

- $

= - ey P P ) )

& ¥ T 8 ® ¥ B

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123
48/60
‘-L{‘g,
3L
¥
O
o
N
oy
L] I
=
(}3“
ook =)
=
1 £
“r o~
o =3
=T <
=
=
N &
o .
T ¢ a
c:cs o é% P P P ) P -
SIS L TR T e~
550 Jublem Jo 9 @
Wy posssons
- fLy
<.
=
[as 1
o
N
o
a5
fon )} I
=
For] o
w..
P e
{D_
[Te]
<} @
©
N o Lo
(<]
ik e
-l &
= - ) Pe) P o <
& ¥ ° = 8 8 3 8

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123

49/60
W
3t
=
[ap 1
o
L
o
Lo 1 1N
=
fo:x] S
fo'el
S
e 2
>
“r &
ol ©
=t s
=
=
T u:
N i
—t ® ¢
fonc] ¥ . 7 7 ¥ oo
3 o] <3 <2 e} o3 [ o]
&= S o
550 Jublem Jo 9 @
.. ooanons}
©
oy
= H
(S84 W
o
N
o
o
[
=
Fear) ™
w..
P
g@_
m.-
[*]
Ml o
s
R [
=
N_
] ®
< : o oS o o o
& ¥ T 8 8 F B

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

PCT/US2021/060123

50/60
Wi,
3L
=
O
e,
N
o
L] I
=
mw
ww
ey,
e 2
Ly
o £
ol o
<t 2
>
=
or L
o :
i ¢ aa
fonc] v 2 v 7 ¥ g
Lo} o <3 Lo [oe] o [an] o3
o~ A A o w3 ) u2 L@t
550] Wbiem Jo 9 Q
W, o
©
<.
=
[as 1
©
N
o
hant 5
fon )} I
@
mm
w...
P
{@_
[Te] ™
o 2
i 5
=
N_
] $
= - ey P P ) )
& ¥ T 8 ® ¥ B

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291

Days p.i.

Days p.i.

W
w
3t
=
[ap 1
.
L
o
T“m
o
Lo 1 1N
@
fo:x] S
fo'el
o b
m_
L{}_
V»
fp)
N..
-
“ . S - -
8 ¥ ° ¢ § 3 5 3
550 Jublem Jo 9
[To I8
©
L.
s
(S84 W
©
N
o
‘-..'_
=
[
=
For] o
w..
P e
g@_
mm
i
M...
N_
-t
< ) P < = P
& ¥ T 8 & 3 9

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/060123

< FHF11v9 (0.6 mg/kg)

FIG. 21C

#+ Yehicle



WO 2022/109291

Days p.i.

Days p.i.

W
w
3t
=
[ap 1
o
L
o
T‘“m
=
Lo 1 1N
=
fo:x] S
fo'el
oo o
m_
L{}_
ﬁ‘»
far)
N.«
-t
“ TS TS TS TR TS
8 ¥ ° ¢ § 3 5 3
550 Jublem Jo 9
[To I8
©
L.
=
(S84 W
o
N
o
‘--.'_
=
[
=
Faa) ™
w...
P
{@_
mm
B
g‘(}n
N_
-l
< : o oS o o o
& ¥ T 8 & 3 9

850 Jubem Jo 9

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/060123

& FHF11v0 (0.2 mg/kg)

FIG. 21D

#+ Yehicle



PCT/US2021/060123

WO 2022/109291

53/60

(By/Bu g} GALLAHS ——mmm
(BBl 2°0) BALLAHA - -
(Bsy/6u 9°0) 6ALLIHA -~ - - -

(BB 2) GALLAHA -~ -~~~

Gl

SPOIUBA

14 20 T/ T T 1)

VIl Dld

004

IBAIAINS JUBI8d

YE/B/8d LNLH Yim pajoajul pue sy yiim paisjsiurupe Ajeooeifydoud ogieg Jo jeaang

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

54/60

B/ 0) BALLHA e H77 Dld

(Bw/Bw Z°0) BALLAMS —— -
(BsyBw gQ) 6ALLAHA -~~~ =~
{BwBuwi 2) gALLAHA -~ - - -~
BOIUBA, e
'I'd sheq
Sbo¥L o€ & WL 0L 6 8 1L 8 S ¥ & Z V0
H 5 H § i ] ] 3 3 3 3 i i ] ] O
-0
- 02
- .08
| Loy
3
ke W 08 3
L | 00 £
. 2
[N NS - (4 m.
; .08
) s“ M - 08
i :
,P......ii.i nﬂmlnsm[rldhwnli..:i.ﬂ. o "o ok _peny e oon oo e ooy ens “nx o _ioe_e: oo ent oo ne_erd Q@ b

BODIH ZNEH UM Pajoajul pue Sqyw Y paislsiuiupe Ajeonoeiydosd o/gled Jo [BANG

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

55/60

¢C DI

Bumiels dN AY] AGQ painsesil S8sniA ZNEH pue
LNLH 1sueBe SNTN 80N SA BALLAHA 10 Auanoe Buizienen

6 SN
ldHd 80Wd
LL0Z/L9E/RUOIDIAZNEH O m m o0t
LLOZIPYPLOSIOM@AIMS TNEH O i
QOBLIMH ZNEH  © & : -
-0k 0O
010Z/0Z}/BUOPUBLSIMS/YD INVH s o
8L0Zw00rMSBUBIMSYD INIH & S
BLOZ/CINS/UBUSHIMS/YD INLH = .,m;me o =200 3
. 2P B3 ! —
B00ZVO INLH  © o e |
YE6L/BMd INIH  ® n®

-0}

SUBSTITUTE SHEET (RULE 26)



Vv DIA
ST-O8E-6AITAHA = [[-qVW
SN'TIN 80N = 80-qvur

PCT/US2021/060123

WO 2022/109291

56/60

RO/8/SU0Y FUOH/Y FYBW O YEIVE TI-qyw
§9/8/0007 JUOH/Y AY/BW G0 YIIVH 1i-qym
89/8/8U0Y SUCH/Y aj/8U 7 YHIVE TI-qvw
Aenom $0/9/3U0Y SUCH/Y BH/BUW 9 HIVE [1-qyur
BiomApog §9/8/900Y JUOH/V aY/BW 70 YIIVH Oqyu
’ §9/8/8U0Y SUOH/V YBWGQ YEIVH R0-OVW
SO 5/q7Re R0/8/BU0Y BUCH/Y BY/BUL T NOIVE QO-qyus
§400M 9=/ §9/8/000Y SUOH/V 3Y/duig o Ivd 80-q vl
§G/8/8U0Y SUOH/Y | [ORUOD SPHPA YHIVE 108807
18107 30100 ¢
PE/R/00T OUAN /Y Sy/duw 7 yEIvVEH 1[-gyi
$E£/8/00TY oung/y S/8UL 9°() o IvE 1[-QvyuE
PE/8/00TY OUONY/Y SH/aUL 7 YgIvVE [-qyu
PE/8/00TY OB/ Y 8Y/BW g YIVH [1-9v
$£/8/00T¥ OO/ Y 8Y/8W 7' oIV $0-qvu
PE/Q/00TY OUBNY)Y SR/BUL 9°Q) YHIVE 80-qvut
P ${/8/00T¥ 0PN/ Y /oy YHIVH 20-qY
BiomApog $E/R/00TYH OHON/Y dy/dwy S/ TVH $0-qY
: PE/Q/0OTY CUBNY/Y | [ONU0T) S[OIYBA YATVE JOREO)
syurodpug WOTIOSIU] BZUSNIUY WISUBBOLY TIRLS OSSO0 dnouny

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

57/60

dvc DId

KJIjelIop e m,
$SO] 1YSIoM Apog] e e %ﬁim M@m
yI -7 Ae(g

&

89/5H INEH 10 §¥d INTH 06T 4iM GONOIJUWI NI »
TOTO0TUL 3I0J0q TOTA0[02 BIDG »
0 KB

oot o/gjeg
SO8M §-/

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060123

WO 2022/109291

58/60

¢C DId

PR~ | 6612 | 0SOH
6A114HA | 80N4A
GALIAHA -~ 8-~
SNTN 80~
(quyd) wniag O8]
001
0
-5
=001
L0ST
e 2007
05T
-0t

ouos O] sa syeed SoNBoIV ZNSH

syeoddapEaay

16°¢1 LS | 050d
6ATTAHA | S0
GALIAHA — -8 -

SNTIN 80N~

(qu/3rly wnnueg D8]

o
&
L

o
i

ou0d N3] sa syesd doNEoIY INIH

syesJSoNBIY

SUBSTITUTE SHEET (RULE 26)



WO 2022/109291
59/60
o
o
el
&5
&M
>
-
goococof
gLi 3
.::‘ID M ® i [}
S = = -
(o8 sue(y (w8 pajotpaig
)
(a0}
%ﬁ; - &
=
5 o
oo | v~
S
m &
Ci‘: BB ® () fen
= g = B

(T8} suoD ‘(a8 parorperd

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/060123

%
=
£
E.....q
<
\O
e~
O
ocuscad
g
%
=)
Q@
&
ot



PCT/US2021/060123

WO 2022/109291

60/60

d9¢ DId

ay/8w QYH/O0IH O=N e

§=380P A’

060°€ ye1'0 188 9T6'SL 7550 LOU'D 0000 €000 0057 as

09191  £L¥FT 08199 £EE°LTS 856°L 260°0 000'8 PO6'0  0ST96] UBA

9L11 171 vLSL ££°5E9 R 010 00’8 00T 00°S6

5681 L9l 6L65 £9° 1LY 98'L 60°0 008 660 007001

Ll 051 Zyey LTSTS LEL 60°0 00’8 660 00°66

1191 1St LLTY 01 LLY S 60°0 00°'8 660 00°C6 | SNTIN-80NA

LTV0L  €81'E  88TIT  T95°01T L69°T 610°0 000°0 TI00  9g6°¢ as

€TL8S EETE SITEY  1791%g VSTl P00 000'8 BL60  000°06] UPOl

0081 688 Z1o1 £5°66 rEpl §0°0 00’8 96’0 0006

€092 081 6995 09'09¢ 9¢'71 900 00'8 860 00°S8

€797 b 8199 11°809 9L71 SO0 008 660 0056

07'¢€ 017 6LTY §E8LE b6'01 90°0 00°'8 86°0 0006

§TET €77 6207 Aw.gm 7L 010 00°8 260 0006 64T TAHA
7 1 /BN AR AR ABCY/ - -

@ww ﬁmmwwé ﬂ.mmmw : ﬁmwﬁwp% : Ni@&a@m_wfm N..MEWN 7 wpquie] siwod on| bsy | (1) |y dnosp

SUBSTITUTE SHEET (RULE 26)



