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EXP-A | EXP-B TREATMENT INFLUENZA INFECTION ENDPOINTS
VEHICLE CONTROL | A/PUERTO RICO/8/34
5 mg/kg A/PUERTO RICO/8/34
T 2 mg/kg #/PUERTO RICG/8/34
0.6 mg/kg A/PUERTO RICO/8/34 | BODYWEIGHT,
0.2 mo/kg A/PUERTO RICO/8/34 | MORTALITY
6 mg/kg A/PUERTO RICO/8/34
2 ma/kg A/PUERTO RICO/B/34
FNI9-LS
0.6 mg/kg A/PUERTO RICO/8/34
0.2 mg/kg A/PUERTO RICO/8/34
54 MICE TOTAL
VEHICLE CONTROL A/HONG KONG/8/68
6 mg/kg A/HONG KONG/8/68
ENT-LS | FMOB—LS 2 mg/kg A/HONG KONG/B/68
0.6 ma/kg A/HONG KONG/8/68 BODYWEIGHT,
0.2 mg/kg A/HONG KONG/8/68 MORTALITY
6 mg/kg A/HONG KONG/8/68
2 mg/kg A/HONG KONG/8/68
FNIS-LS
0.6 mg/kg A/HONC KONG/8/68
0.2 ma/kg A/HONG KONG/B/68
54 MICE TOTAL

FIG. 62
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TREATMENT GROUP DOSE N
VEHICLE - &
FMOB_LS 1mg,/kg 6
FMOB_LS 0.5mg/kg B
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FIG. 65



PCT/US2021/060155

WO 2022/109309

140/249

(By/busl) S1-£LIND -o-

GLyLEL 2Ll 0L 6 8 4 96 % ¢ 2
Td SAYQ

w

Td SAYQ

V99 ‘DI
{Bn/buil} ST7R0M -
.D,v.i
,.DME
;DNI
&8
[
]
mﬂ
&
=
S 01
(V]
07 07
0g
0 Gyl el bl ol 6 8 £ 86 % ¢ 2 %m,

SSOT IHOGEM 40 %



WO 2022/109309 PCT/US2021/060155

141/249

DAYS P
L 123456789101 12131415

o~ FNI17-LS (0.5mg/kg)

.._3@.,
~ 4}

FIG. 66B

10 1112 13 14 15

DAYS P
£56789

Z
v

2
- FMOB_LS (0.5mg/kg)

SSOT IHOGEM 40 %



PCT/US2021/060155

WO 2022/109309

142/249

{n/Bwgz o) S1-LUNd o

299 DI

I

R NEEEE:

1d SA¥(

(B /Buigz o) ST 80WS -o-

9]

<O

s

=

o2

po
;Em 01
(17 ¢
63
0 ﬁﬁﬁﬁxmwmmmmmwmmw%m

Td SAYQ

SSOT IHOGEM 40 %



PCT/US2021/060155

WO 2022/109309

143/249

{(by/Bugzig) ST-LLING -o-

7

as9g Hid

{Bn/Buigzi0) ST780Ws -

GLyLEL 2Ll 0L 6 8 4 96 % ¢ 2
Td SAYQ

Td SAYQ

aDM.E.
sDNI
&8
iomsmm
=
0 &
=
;Em 04
-7 7
g
{ ﬁiﬁﬁximmmmm«mmw%m

SSOT IHOGEM 40 %



PCT/US2021/060155

WO 2022/109309

144/249

(By/BuiGz1°0) ST RONS —--—--— (BY/BUGZI0) LLNY —-oe —
(By/bucz o) ST BN ————— {(DY/BWGZ'0) LLINA — - o /9 DL
{B1/bwg) STBORY ———mm LT o) AT —
(B/buwii) ST7R0A4 —— (Ot/Buit) LN — — ———
oM ——————
Td SAYG
Y A S S A 8 ‘ g g y 4 | 0
i i ] ] ! m | i | | ] 0
m -0}
m -07
m 08
“ -0
e o - 08
1 ,.!Om
e mmmmn v s smsfmms 4 @ ammmms mmmmmmmmn ‘.‘@M.
08
e 4 ¢ e 4 & s £ & - € —— '_ T ilgm
|
..... e A

Ye/8/8ud INLH SA % TYARNNS



PCT/US2021/060155

WO 2022/109309

145/249

89 DId

AOGTIOHLYAOLSIH ONY QYO TvdIA ¥04 ¥P 1Y QI0LMOVS S=N|

| -
_ ASOIOHIVAGISIH ONY QY0 TTWHiA 04 2P 1Y QI0LIROVS mnz_ u\ g
BEIiEE
w THOER TYILND JHL 40 %00 3807 IvHL 3SOHL 301H0S QN #10 THNN 1HOEK ATVG 04 mnz_
n@,{e i v._. m,"w N_m F.w o_w m.w m m m.w m w_w m_u W w_ mmm \mx_ma
< ; } } ¢ ¥ { f ¥ f f ¥ { ¢ R R e o

b/Bwpl  MIAWYITISO HIM I9VAY

g4d/¥ 06001 |




WO 2022/109309 PCT/US2021/060155

146/249

DAYS POST INFECTION

g1 2 3 4 5 & 7 8 9 10 11 12 13 4
wiiiililliiiii

% OF WEIGHT LOSS

O H20
- OSELTAMIVIR

FIG. 69



WO 2022/109309

PROBABILITY OF SURVIVAL

PCT/US2021/060155

1471249

‘Iiiiillii\i}!llliiiiii
2 4 6 8 10 12 14

DAYS POST INFECTION

-~ H20
- OSELTAMIVIR

FI1G. 70



WO 2022/109309

PCT/US2021/060155
148/249
10° —
ES
108 — « O
7 O O
o 107 O
= -0 g .
&2 5 o i L
107 — ]}
~- o O
10° [ L
10* i ]
@ d4
DAYS POST INFECTION
-~ H20
T OSFLTAMMR

FIG. 71



PCT/US2021/060155

WO 2022/109309

149/249

wmw ........... [

VIL DI

QIL

R

BZL SSALATLODOM

AGAAANIMD TOQUNAAGS OV HY

|
01

_
g01

JAAAYLOASHISSTINAVISISIAVLT LAY

,,,,,,,,,,,,,,, IR

TR R e 4t ¢ o o 0 o a3 > a2 sisw e

....... B

e T 7N

GBINDYANYIa41d]

[SOMMITODOJYOHAMSIYAS

7
08

|
0y

S

41

33

|
08

SYMISANASSOMNAIVISDATOAD

|
0d

[

BLING
L1INA
BIN
CINd
HA—YON

6LiNd
1IN
GINA
ZiNd
HA-YON



PCT/US2021/060155

WO 2022/109309

150/249

¢ DI

801 M1IANIODOJLMIIMNNA

LYUiSYD

|
0oL

>ngma«awmxa¢»§

|
0y

|
g

d
<szm>m@m<mgmAh<mmm&m>m4h<amahz>mm

_
4

VoL A

eo>»><mmmmagwmmwgwmmpwm@mommmqmmw

ow

HA—YON

BLINS
£ LINS
BIN
£INd
AA-YON



PCT/US2021/060155

WO 2022/109309

151/249

66708

LTA%Y

/A4

182e

1113

A

G88l

890

£9'67

eI 74

B2'8C

891

0501

BA-TINS
BA-CiNS
Cind

Vel Did

(01

L0l

jw/bu aNeo

Ol
ITTTTRN N

0L 0L

w_:_:m I} m:_:,n i

L0t
lesiary

YN ‘CINS

0%~

-G

me

—GL

~ 001

NOILIEIHNI 40 %



PCT/US2021/060155

WO 2022/109309

152/249

BA-TINS
BA-CiNS
Cind

dtl Did

(01

L0l

jw/bu aNeo

Ol
ITTTTRN N

0L 0L

w_:_:m I} m:_:,n i

L0t
lesiary

ZYN 'CINA

0%~

-G

me

—GL

~ 001

NOILIEIHNI 40 %



PCT/US2021/060155

WO 2022/109309

153/249

BA-TINS
BA-CiNS
Cind

JtL D4

(01

L0l

jw/bu aNeo

Ol
ITTTTRN N

0L 0L

w_:_:m I} m:_:,n i

L0t
lesiary

BYN ‘CINA

0%~

-G

me

—GL

~ 001

NOILIEIHNI 40 %



PCT/US2021/060155

WO 2022/109309

154/249

Piig

il

Lt

R4

L8208

0aZl

6956

Ll

L7086

0t

20l

Ay

0501

BA-TINS
BA-CiNS
Cind

del DIid

(01

L0l

jw/bu aNeo

Ol
ITTTTRN N

0L 0L

w_:_:m I} m:_:,n i

L0t
lesiary

ZYNE 'CIN

0%~

-G

me

—GL

~ 001

NOILIEIHNI 40 %



PCT/US2021/060155

WO 2022/109309

155/249

£561

G85¢

ol

8061

990¢

128

A}

vl

GE0+3L60°8

0004

2981

Gléd

531

BA-TINS
BA-CiNS
Cind

deL "DId

(01

L0l

jw/bu aNeo

Ol
ITTTTRN N

0L 0L

L0t
lesiary

LYNE OIN

0%~

-G

me

—GL

~ 001

NOILIEIHNI 40 %



PCT/US2021/060155

WO 2022/109309

156/249

LyGe

A AN

8o'Ge

g9°¢t

GEYE

Lot

QGOl

VL DIA

/By ouoD
0L ,0b  e0b 0L 0 o0 .0
Em:m_ § m:_:_m } m_mm:m_ i m_ﬂ:w_m ] mmwm:mm § E_:mu § ami
- mNs
0
BABINS - 5¢
QABINS - Eoveenes - (0G
JABIN ——0—— ¢
A R SR
gA-BINA o
GABINS -~ - = -

BINd ——a—

UOHHGIYUE JO %



PCT/US2021/060155

WO 2022/109309

157/249

£oes

6656

259

£ o8y

gyiy

g6y

QGOl

dvLl "DId

¢01

BAGINL =

GAGINS
NGNS ——0——
OABINS ~— -~
GABINS - = 9= -~

BINd ——a—

TR

401

/By ouoD

0L 0L 0L 0L 08

bwsee e b buuies Loge-
_ g7
-0
- G2
- 05
- G/
- 001

ZYN '6INd

UOHHGIYUE JO %



PCT/US2021/060155

WO 2022/109309

158/249

0868501

pETA

g¥89

066l

pLiGE

LISy

QGOl

IvL "DIA

/By ouoD

¢OL  L0b 0L #0b 0L o0 03
E::_ £ m:::m i m_m::_ i m_n::m ] mmwmu:m ] E::u ] amz

BAGINL =

SA-BIN - o N
INBINg ——0——
e S
9A-6IN oo
GA-BING -~ ~o- -
6INd ——&— 6YN ‘GIN4

UOHHGIYUE JO %



PCT/US2021/060155

WO 2022/109309

159/249

c09y

HoTAY

$o8e

£96¢

£19¢

hve

050l

davL OId

¢01

BAGINL =

GAGINS
NGNS ——0——
OABINS ~— -~
GABINS - = 9= -~

BINd ——a—

TR

401

/By ouoD

0L 0L 0L 0L 08

bwsee e b buuies Loge-
_ g7
-0
- G2
- 05
- G/
- 001

ZYNG '6INA

UOHHGIYUE JO %



PCT/US2021/060155

WO 2022/109309

160/249

91990191601

L2689

ChL150602

RS IR ZARITEL T

64086ELE0465¢

60ced

053l

HPL DId

/B oues
0L 50 0L L0b  ,0b 0L .0
mwn.:mwm 3 E:_n_ H m.ﬁn:_w i m:m:__ § mﬂ_:_m ] mﬂ_:_m i Omi
- mNi
0

N - — - 5¢

QABIN Ereeress - (5

JABINA ——0—— ™
A R -

9A-BINA o
GABINA - — - — -

BINd ——&—

LVYNE '6INd

UORIGIYUL O %



PCT/US2021/060155

WO 2022/109309

161/249

84t

¥8°6¢

8%'9¢

06’8y

Ly

1368

G¢°9¢

pLye

FASR )

0549

bOLS

€8l

0501

OLALLING 0
GLALLING — @

PLA=LLING ¥ N

CUALLINA — % —
ZUALLING e
LUALLING @
OUA-LLINS ———
w\f!.m_ PWZHW e s
LN -t
A~LLING -~ - -

LUNG — 8

V&L DIA

50}
TSR

»01

jwy/Bu "ouos

¢} 204 1 01 a0 -0

m&::w i m:::u 1 mn_w:u ] EI:” ] Qms

e mwi

- (4

- G4

- 001

VYN "LLINd

UORIGIYUE JO %



PCT/US2021/060155

WO 2022/109309

162/249

86.8

8904

0069y

BLLG

815

0Ly

g8ly

[ALTAY

1926

[ ZX44

GEpeE

1314

0501

d6L 'DId

jwy/Bu "ouos

50} ] ¢} 204 1 01 a0 -0

GLALLING — O I L L SR LRI 1o
GLAJLING — @ ]
nw«w>am.wm2m ........ LY - - GZ
CLALLING — ¥ — 5
ZIAJLINS e

VALLING —— @ e
OLAL L IN meeetipomee o
GA-LLINA e - G/
INLVNG -

QALLING - = o=~ - - 004

LEING —

ZYN "LLINd

UORIGIYUE JO %



PCT/US2021/060155

WO 2022/109309

163/249

PA26E000

9%196G194E¢

Ay

LA4L

WAL

Sjgelsur

vilh

GL16.8

LELE

Cei905481GEE

4961

ovv

050l

QAL LINS 0
GUALLING —&—
FIALLIN e
ELALLING — ¥ —
ZIALLING e

PIACLLING —®—
OLA=LLINA e

GAL}INd ~--e-
IALYING ===
OALLINA - = - -

LN — 8

DSL DIA

j/Bu "ouoo
¢0b ¢ 01 201 O o0t -Gk
g:mm i m.ﬂu:_m ) r::_u [} Wm_:__ 13 m:_:m_ 3 mwn.:mwm 3 mml
E.ML;MWEW.}%;,Wils..i;@ - G-
. *
...... e Q
= — &€
- (G
- G
- 0L

6YN "LLINd

UORIGIUUL IO %



PCT/US2021/060155

WO 2022/109309

164/249

AL

L0y

8102

0'¢9e

¥'8Ze

evie

8'6L2

L'EEY

Z0Ee

L'EBe

AT

}'L6E

0501

UALLING -0
GLALLING ——®

PLALLING e

ELALLING — ¥ —
ZIALLING e
VALLING — &
ObALLINS ——
GALLIN ——e—
LA LVNG -4
OALLINA -~ - -

LLINS — B

dss Old

jwy/Bu "ouos

50} ] ¢} 204 1 01 a0 -0
mm:mwm H m::_n_ H m.ﬁ:__w [} m::._u § mn_wmmu } E:m_m H Qms

e mwi

- (G

- G

- 001

ZYNE "LLINd

UORIGIYUE JO %



PCT/US2021/060155

WO 2022/109309

165/249

¢'855

oVl

g'Lie

08iy

Gaae

eeiy

0289

488

L7208

G959

gley

§¢9E

OGOl

GLA-LLING G
GLALLIND —©&—
yiA-LLING e
EVALLING — —% —
SVALLING —%——

bIA-LLIND —®—
DAL LINS B

mmfsmw\mz.ﬂm ......... Fhninnn
BALLING o

N R
OA"LYINS - = - - -

LUINA — &

HSL 'DId

jw/Bu "ouoo
s0b 0L g0 0L 0L o0b 01

TR TN PTYR W TTTTI O "TTTRUR MV TS A
_ g7-
- 0
- GZ
- 08
- G/
- 00}

LVNG "LLINd

UORIGIUUL IO %



PCT/US2021/060155

WO 2022/109309

166/249

T TA

94'¢¢

£8'61

18°6e

£L8g

£9ee

050l

V9L DIA

uifBu ~ouoo
g0l $0 g0 201 1O olb -0k
TR TN TN I TN TN OG-
- g7
-
GA-GLING e -5
‘wﬂ>imw\m2m ......... m ......... Eam
EABLING 0~ o
ZABLING - A
- 301
PAGLING -~~~

GLIN —&-—

LVN "61INA

UORIGIYUL JO %



PCT/US2021/060155

WO 2022/109309

167/249

gele

89048

¢'40¢

eive

0'yee

pest

0G0l

d9L "DId

jwybu "ouoo
0L 0L 0L Z00 0L G0 -0
E:_“_ 13 _:_:_u 5 __::_" i mu,__:m“ [} m_w:_“" ] mm::m } om:
.l.mmNn
-y
GA-BLINS ———— - 5¢
“.v}!mw\mz.ﬂm ......... m ......... . am
EA-GLING ——0—— ¢y
A N
ZA-BLINS oo
LABLING -~ o - -

6LINA —tr

UORIGIYUL 1O %



PCT/US2021/060155

J9L "DIA

wi/Bu -ouoo

g0l yOb ¢0b z0L 10 o0l -0
basesr s Yoeas oy dmwere o ass s s hassias os-

PGOEZ | GA-BLING e

168/249

CEOLBYES | PA-GLIN oo ,,%
SIGBISUN | EABLING —0—— »
VB60L | zalINg - --- ™
LBBZGYEBEEGEE | LABLIND - -~ -
Sl | OUNd e 6VN ‘6LINS
18]

WO 2022/109309

UCHHQIUUL JO %



PCT/US2021/060155

WO 2022/109309

169/249

STA A

700E

AL TA

AATA

2804

LE0E

18]

doL DIA

¢0b

GA-GLING —8

PAGLING T
EA-BLING -0~
ABLING ---a---
WABLIN - - 9= - -

GLINA —a

By suoo
yOL  e0b 200 0L 0L 08
fprrrs s hoosy o boass oo Buwses 1 damaaaa buiias g ng-

ZYNG ‘611N

- G0}

UCIHGIUUY JO %



PCT/US2021/060155

WO 2022/109309

170/249

GLO+®62L L

9146

6vLi9

FATA

€465

£65864159¢EY

0601

H9L "DIA

50}

PR R ]

GA-GLINS ——B

PAGLING -
EABLINS 0
EABLINA ===
WABLING ==

BLINS o

fuBu ouoo

pOb  g0L 0L 0L

TR, TITRaN I W

o0
TP RI

-0

LVNE ‘6LINd

0%-

- mNs

~ 0

— G2

—~ 06
— &L

- (0L

o,
B

uoqIyuf Jo



WO 2022/109309

171/249

AR
i o
83 3

FRA
= oM

>

&

B

< |

oy

oD ¥ “\\\

1223R H275Y

-

R
3

N1_A Stockholm 18 2007
N1 A California 07 2008

&

§

Plate 1
Plats 1

TR

PCT/US2021/060155

iy

\\\\\‘\\\\

.

i

N
=

R

-

........

N

\\\\\\ \%\:

_ g

™

e :

Y

FIG. 77A



PCT/US2021/060155

WO 2022/109309

1721249

(pauod) VLL ‘DI

§11 DIECA-GTINT | 9¢
S11 DOEPA-GTING | St
ST ORP-EA-GTING | vE
STT DPE-ZA-GTINA | 56
ST1 DUE-[A61INA | 2€
ST OSE-G1INA | 1t
ST DSE-9TA-LTING | 0%
ST1OB-CTA-LTING | 67
ST1 DOEFIA-LTING | 8¢
ST OSUCIALTINA | L2
ST OBH-Z1AL1INA | 9C
ST1OOR-TIA-LIINT | §T

S11 OFE-0IA-LTING | ¥2
ST D8-6A-L1INA | £¢
ST1O8-RA-LTING | 22
ST-1 D8F-A-LTING | 12
ST1 OFP-0A-LTINA | 02

ST O8P-LTIN | 61
STT DIE-6A-6INA | 81
1T OFP-RA-GING | 11
STT OBPE-LA-GINA | 91
ST-1 DBE-0A-GINA | &1
ST1 DEE-GA-GING | 71

ST DBGINT | €1

6007 L0 PIUONED Y 3

fl

11 DBPFR LA-CINA

o3
=

ST-1 D81, TA-CINA

ooy
i § vl

ST-1 HA-GIA-CINS

<

ST DAP-CTA-CINA

e

§7°1 D8Py [A-CINA

ST-1 DA TA-CINS

ST1 DI-TIACING

ST D81 [ [A-CINA

S1-1 DS 1A-CINA

ST DEp-6A-CIN

511 DAP-gA-CINA

Laat Eat i Eagl A i R el RN elf ol fo e

ST-1 D8pP-EINg




WO 2022/109309 PCT/US2021/060155

1

S

N3

gy g . —

&\x\\&

i
¥

-
<

¥

134 17 57

g1

34 2019

N2Z_NA_A_South Australia

E ) e ;‘%; \\\\ ™ %
W e ST A )

A=A

S 5\\>\\\\\\\\§§ \§\\\\\




PCT/US2021/060155

WO 2022/109309

174/249

(pyuod) g/, "OId

ST DIERIA-CING

Z1

511 DL TA-CINS

il

ST O8E-Q[A-CINA

01

ST-1 Dol TA-CINA

)8

ST-1 D8P LA-CINA

ST-1 DS-C[A-CINA

§71-1 DSP-TIA-CINA

ST-1 D81 IA-CING

ST-1 DER-GLA-CINA

11 O8PF-CA-GTING | 9%
ST DBFPA-GTING | S¢
ST1 DBECAGIINT | ¥E
§1-1 DOE-ZAGTING | €5
ST OB 1AGTING | 78
ST DFE-6TING | 1t
ST-1 DBE-0TA-LTINT | 0F
ST-T DG IA-LTING | 62
511 DSE-pTA-LTING | 8¢
ST1O8F-CIA-LIINd | /T
ST1 DORE-CIALTING | 92
ST DSPE-TIALTING | €7

ST-1 D3P-6A-CINA

S O8E-0IALTING | V2
ST-1 O8-6A-LTINT | €2
S DEPSA-LTING | 20
11 DB-[A-[TING | 12
S-1 DB-9A-LTINA | 0T

ST1O8FLIINA | 61
ST OBP-6A-6INA | 81
ST DFIF24-6INA | L1
71 DIFLAGING | 91
11 DIP-0A-GINT | §1
ST D8P-CA-GINA | 71

ST1DI6INT | &t

ST Dop-8A-CINA

LO07 10 uoBmysesy v N

ST H3E-CINA

R L R an] B o AT R o3 f ad o)

£ 3%Eld



WO 2022/109309 PCT/US2021/060155

175/249

1N

> 1 1

:
L

i,

- |

.

-

AN

> |
<

D

S L
L LA

SN\

\: \\\\\\\ §\

LTS

01911_1_99

N3 A Canada rvS04 2004
N6 A Swine Ontario

3

R

§§\\\\\\

Y

IR

3

;\}}\\\\\\\

§ .

S
L T

8 e

&\\\\\\§\ \\\\\\\§ \§§\§

Platc 4
Plate 4

ST A S
B > T

¥

e

FIG. 77C



PCT/US2021/060155

WO 2022/109309

176/249

(pyuod) DLL "OIA

11 DBP-R IA-CINA

(4!

§T1-1 Do, TA-CINA

gy
i+ § vl

ST-1 HAFGIACINS

=

ST-1 DAP-CTA-CINA

§7-1 D8Py [A-CINA

ST-1 DA TACIN

ST DI-TIACING

§77-1 D81 { [A-CINA

S1-1 DS IA-CINA

S0 DIESA-GTINT | 9¢
STT DOE-PA-GTING | St
ST OBP-EA-GTING | ve
STT DBE-ZA-GTINA | 5%
ST DIE-TA6TING | 2€
ST OSE-GIINg | 1€
ST 1 DSE-9TA-LTING | 0F
ST1OB-CIA-LTING | 62
ST-1 DIE-PTA-LTINT | 8¢
ST DR IA-LTING | 12
ST O8H-Z1A-L1INA | 9C
ST1OI-TIA-LTING | §T

ST-1 DIP-6A-CINA

811 DIE-GIA-LTING | ¥2
ST 1 D8-6A-L1INA | €2
ST-1O8P-RA-LTING | 2¢
9T-1 OBF-A-LTING | 12
NT1 DFP-0A-LTING | 07

ST O8p-LTIN | 61
ST1 DIE-6A-GINA | 81
ST OFP-8A-GING | 11
ST OBE-[A-GING | 91
ST DBE-0A-GINAT | €1
ST-1 DEE-CA-GING | 71

ST DBEGINA | €1

ST-1 DAP-gA-CINA

ST-1 O8P-EINT

Lt R Eat s o gl Rted Fal o] Xl

€0 840 SPURHSEON ¥ LN




WO 2022/109309 PCT/US2021/060155

1771249

\\\ \% & |

- -

ctoriz)

(v

B/Yamanashi/166/1998
{Yamagata)
B/Malaysia/2506/2004

Plate 6
Plate 6




WO 2022/109309

By

178/249
h T 1 !

\\w@§*@§§

¥

§§§§§i

¢+ A
sl

£

-

<

. <

W
@;\\\\\\\\\§§ N}\\\\\

N

B/Lee/10/1940
{Ancestral)

aaaaan

5w W

SN N

N

> |

\\\\\\\\\\%

“\\\\\ ,{

§§§§

§“&&

Plate 6

=

N
B

‘é’}
M AAAAAAAA €

w§§

13

PCT/US2021/060155

i o et s ) R 19 O O
N1 N N : oo
0 0 o i o L ool Bl o ol B
b RS U od § wed | g § g e
iwHellul v iG] M . ..
Rk e o R
[ R = A I ™ L
B PR FEN BEE PN JY =1 ] s A I e
o § qnn § grant § nnd § ond §ognend § i et § ENIE €3 PR U
Bl Bl B Rl B R R e
ot S ot L K Loy e Lt Ko Bo ¥ ot e
et § e § i | gl § oyt § e Lt Dol Rand Bl Bl
bt A b ot g I bt e A L
[SERE S R QAT BE N Ja g § bt | o § ol | B
WO P~ ORI CNE QO v~ EN O T WD
ON O 3 ON N e e o ent eng enf oy

%,
ARSI ﬁéﬁﬁrﬁ“}
2 g H
o B oy 16 M o ) o
- 20
SR
€ P B we] Rl e
IR I B N RS B
R RN E e e e e
ent TR E R R e el el ol el el
joooad s 8 oo 2N N Ko N oY Round BUY Q) Q] ] R
74 1 P E PR 01 hid Rom] o e oy o
el b bl b b a1 b
S Rat JRa B S RS RS § S VLR Ja
el b eirjoloiol=iciioniw
ek § can § pannt Fvmnnd § onnd § onnnd ] ynent | O3 ENE N OB 0N

a1 R0} JUT ] U B | QU SIS PG | U]
o) B o R RN O i
e Y D Dy B S B
T lolololoioloioloie

Gl 4B Bn Bq Bq B Bq By 84 S0
M RLERERE R
=t R RN Y O AT PN IO RV RWLY PO V)
Bk d DY VY vt | et | oo} pol | gl § pod | pod § o f e
ki ki ki ki ki ki ke
ionionfenionionienienionfenienim
e ZNEVELZN AL ZLZN Z 2V ELE.

] | ] ] B B i ] B i i

o e f O
Lt R I Eaat Rl Rat =] Buat R ok oY En iR n] Ko

FIG. 77D (cont'd)



PCT/US2021/060155

WO 2022/109309

179/249

V8L DId

114!

mmwmm>h>Jwwowgwmm>»zmawdmmzm»mm@qmﬁo &6

0zl

......... R
SR
SR ST T AN
....... R

wmmxe<»z¢hmm_m“mwm

cm

001

WARITO0OJYDYAR

_
0¥

AL AN T

.,./.me..owv

w.aw

VRN R

S1¥ASSAL00

cg ccc

ey

_
08

KAAAYLOISHTISSTINAYISLISIAVET LAY

& LiNd
LLING
BINS
ZiNd
HA—-YON




WO 2022/109309 PCT/US2021/060155

180/249

9.116
P Y /0,748

POSITIVE CHARGE

FIG. 788



WO 2022/109309 PCT/US2021/060155

181/249

14.17
PR/ 1518

POSITIVE CHARGE

FIG. 78C



WO 2022/109309 PCT/US2021/060155

182/249

FNI7
(2.2 &)

8.864
PR Y7 0568

POSITIVE CHARGE

FIG. 78D



WO 2022/109309 PCT/US2021/060155

183/249

11.571
P /0634

POSITIVE CHARGE

FIG. T8E



WO 2022/109309 PCT/US2021/060155

184/249
HALF-LIFE AUC Ciss VOLUME
{DAYS) {DAYRuq/mi) {mi/DAY} {mi)
oK FNIT7-1S 886 + 057 | 55138 + 7442 | 1.24 + 023 | 1602 + 388
FNS-LS 11170 4+ 063 54847 & 7701 1 151 £ 027 | 2548 + 410
DK FNH7-¥19-151 1488 + 3271 SBZ60 + 9963 | 180 + 025 | 38.02 + 1L/
PNMS-V3-15 1 1440 & 2131 73200 + 112481 184 £ 025 | 3853 + 865

iv INJECTION — 5mg/Kg
FIG. 79A

*%

...E
bus n cmen cmn s o o cm e s
e e e e e e e e e e e e e e e e e e e e e )
,..;...

HALF-LIFE (DAYS)

& & FIG. 798



FNH7-vi9-rlgGI-LS

9 mg/ke

FNI17-v18-rIgGI-LS

3 mg/kg
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0.3 mg/ke
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Group Treatment Influenza Infection Endpoints
Control Vehicle Control
FNIL7-v19-rIgGE-LS 9 me/ksg
FNI7-vif-rlgGl-LS 3 mg/kg
FNI17-v19-rIsGI-LS 4.9 mg/kg , e s Day 3/4
FNT1 T 1016118 03 me/ke AfPucrio Rico/8/34 1y o pry
Oseltamivir 10 mg/ke
FNE7-v190laGL-GRER S mo/ke
FNI17-v19-HoG1-GRLR 03 me/ke
N=6 puce/group (42 puce total)
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FNTTT 19a01 18 0.3 malke /Hong Kong/8/63 )1y s PRU
Oseltamivir 10 mg/ks T B
FNI17-v1941aGI-GRLR 9 mg/kg
FNIT7-viS-rloGI-GRLR 0.3 mg/ks
N=6 muce/group (48 muce fotal)
Control Vehicle Control
FN{17-v19-rIgGE-LS 9 me/ks
FNI17-vi9-rlgG1-LS 3 meke e A Day 3/4
FNT1 7 19066118 5.0 me/ke BVictlona/S042000 1y o pRU
FNI17-vi9-rigGI-LS 0.3 mg/kg
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N=6_pucel/group (36 muice total)
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Lung PFU

N=6 mice/oroup (36 mice total)
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Age range 7-11 weeks
mAb delivery V.
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