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FIG. 2
(SEQ ID NO: 1: murine Fc-1gG2a with IL2 signal sequence at the N-terminus)
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FIG. 4
(SEQ ID NO: 5: murine Fc-IgG2a with IL2 signal sequence at the N-terminus
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and hexa-histidine peptide at the C-terminus)
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FIG. 6
(SEQ ID NO: 9: human Fc-lgG1 with IL2 signal sequence at the N-terminus,
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ptide at the C-terminus)

two additional cysteines in the hinge region, and hexa-histidi
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FIG. 7
(SEQ ID NO: 12: murine Fc-1gG2a with IL2 signal sequence at the N-terminus,
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e C-terminus)
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FIG. 11
Conjugate 3
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FIG. 12
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Conjugate 4
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FIG. 13
Conjugate 5
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FIG. 17
H3N2 Neuraminidase ICs, (nM)
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FIG. 18B

FIG. 18A

Conjugate 4

Conjugate 3

WO 2020/051498

PCT/US2019/050018

<
Q
et
O
oo
2
c
o
o
| |
w
(s9d 01 2ap1nR121)
NTH MO 42311 [I2D
©
O g
00 ‘géo
O §
o 9
1
0
o
Q
et
O
oo
=
c
o
o
| |
w2
bl

(59d o) axpae|aa)
N1y Mo[D 1)L 12D

18/72

SUBSTITUTE SHEET (RULE 26)

(s9d o3 2a1ne)
N1 MOID J3) L 119D

Conjugate 5



PCT/US2019/050018

WO 2020/051498

WUQT € 21e8nfuo) +

WUQO0T € 21e8nfuo)
WMT € 21e8nluo)
ity sauelaso

58<

-k

——

-

s

uonoaui-}sod SinoH

» % L
9.6 9@ &)

g0ixl
L, 01x)
Z01xi

ZNEH coiciBunuoc Apny

da6T Ol

L 01x
L,01xi
L 01
Lo01xi
L,01%
Lo01x]

w/ndd ' Boj

WUQT € 21e8nfuo)

INUQOT € @1e8nfuo)
WMT € 21e8nluo)
wrly aweresg

SEd

——
——
-

——

uonoajul-isod sinoH

N W]
...Yé ,o..&

A
ol

S0ixi
L, 08 xi

&/ﬁ

FNLH SE/NSMIY

Vel 'Old

Z0ix1
.03 %1
L, 01 %1
- .03 %1
[ ,01x1
-,03xi
L 03xi

[windd **boj

19/72

SUBSTITUTE SHEET (RULE 26)



o

-

4

4

0

4

S~

)

—

=4

o

172]

=

S

2

o

=%
PEM
N

w

= o%t

-+

v

0

4

S~

=4

[\

=4

(o\}

W

%
3]

-

Yy

by

oY

AN

Etes n

PRkt

LGSR0 SN0

o

e

Jon:

YL BEBLIET

Wbk

uooepsr il SO
vm,w\ @amm @.M@

3 3 s SAixE
- Bis
.................................................................................. B
3%}
B %)
sk
- % 3
oF iz
o338 L

GV DS PUAGT sy

(&1l "5l

A%
-, Bix}

BLOYIIA DR

461 'Old

§ 2 b2

R k2

By %

WIS
0 B

T
- Bix)
e Bx)

WO S0
o %
A 5 b
¥ w8 %
& %

WAl (LM BIP LRI Y

261 94

B e 80

20/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

INUQT ¥ @1e3nfuo)

INUQOT ¥ @1e8nfuo)
WMT ¥ 21e8nluo)

WL Auieyeso

S84

XEER

uogjoaju-isod sinoy

S X
..Yé %

> >

o0bx1
- 0bx 1

ZNEH So/c/BuUcAsnny

40¢ 9l

0bx1
-s0Lxl
L, 011
L 0L
-o0Lx1
L 0Lx1
L oLx1

[wyndd 260

WUQT t 2188Nn[u07) <=

INUQOT ¥ @1e8nfuo) =+
WTT ¢ 21e8nfuo) —

Wrl tnuiegesO -

S8d e~

uonoajui-}sod SINoH

b3 %] &
,u“r % o8

| g

>
¥ 3

s0bx1
L, 0Lx1
0ix1

Z\“

INLH CEMSMY

v0¢Z 'Ol

-5 0Lx 1
L 0Lx1
L 0Lx1
-50Lx 1
L, 01x1
L 0bxy

Iw/ndd **boj

21/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

W sRIsed S0M
% %
P N
" % St
L, 05w
T el .
ﬁ\\\l“t\\luuﬂ& 2 3 nm
e +OE %% -
% e hob vl M
4 U™
- %
it Ry T
- 2
- 0L x4
;mov ®%
SUOTHA BTG
OB et SROK UOBSFISIY SI0H
#3 & A Y A A
e o N ab oF o
£ _, 3 A # 7 # i e
-1 837 % - D%
ettt s T T
ugyl p wwdnfuoy 0 E z PBOE b BRI e Eidedl
BYL b SSORIDT e St M PUOOT & apeBnBiny L, Ll
WL b S3BIRI0T % 5 wn p adnfuey o ol
D Eo s T 3% E
gLl - B5% )
654
L0353 v e L B1x3
OIEH PNSH YOEOZIAUBRAINY wpd LNEH SHPHRIIOHIED Y

aoc O 207 "9

22/72
SUBSTITUTE SHEET (RULE 26)

R4 Mooy



PCT/US2019/050018

WO 2020/051498

INUQT 9 =21e8nfuo) —+-
INUQOT 9 31e8nfuo) —
WMT 9 21e8nfluoy =+

WL AARUEHSSO ——

Sdd  ~#~

uoroajul-1sod sinoy

¥ ] 10
9& o =

c0bxl
L, 0kx1
Z0bxl

ZNEH go/e/bunuofipyry

a1¢ 9l

0L}
L, Okx1
L Obxl
L0k
L, 0bxl
L obxl

lwindd 6o

WUQT 9 21e8nfu0) —

INUQOT 9 @1e8nfuo) —
WMT 9 21e8nfluo)y —=

iy BARUBYSSD =

S8d ~&~

uoloaUI-3sod SINOH

60X
L, 0Lx
20ixE

INLH EONSMIV

V1< 'Sl

L0}
L 0Lx
[ OixL
304
L, 01xE
L 0ixE

[w/ndd *Bo

23/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

UoRseRsad SIN0K

% A
»8 al
: 3 % P22
;»_Gw&w,
e eeevmmenic S b L GLx)
ﬁnnﬂh% o
oy
L Gix)
RITY
,.h@w;!ﬁ
g 22
BUCIU A QRASYG
oogsairisd SN -
3
Y A &
o o2 N B
5 % 1 @&wu« % M
- 8%k W
[5.2
Pl
N o £
T & AEEniuey ” z et v e
PO G .@M:&wﬁml\,\; |»®wi.w. Mw AR R AR nwwwwmmm“
o A e oy © REOT § 21
MOT 3 01BNICTY g . Y BT § a3t
i, SIS e Kabind ot
L Bixl P
Sd e .
ot t&‘mwwx \.«m

ST LNEH pOROT uegeiny

{1¢ 'O

Py e Mo

t 44t

uRps-Eod SN0M

wipd LNIH B0TDRRUOMED Y

212 'Sid

Atk
T3

O A 111

SEH T3
0%
e
o324
Fitied
-0y %

B P B0y

24/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

uononpal [elip

90+3'T ¢0+3'1T 00+3'T
9 apebrlues—@o——F
X00¢ E
nylwep
@lm

(olwepued/60/Y) LN _.I

J¢C Ol

uononpal [elip

90+3'1

€0+3'1

00+3'1

n
J

Z

<>
X01

nipweL

(ButwoAm/v) szw_._

4¢c¢ 'Ol

uononpal [elip

90+3'1 €0+3'1 00+3°1
TN 1A 11N oo+m.._“
o—9-oyebnluon T10+3°T
X002'e m mU
70+ S
L @]
niweL =
® = 0411 =

(ee/NSMY) LN LH

Ve 'Old

25/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

uoaINpal [eaIp
90+3'T €0+3'T 00+3'T

S,
i

(r0/€0zT/WeuldIn/V) TNSH
474 "4

uoaINpal [eaIp

90+3°T €0+3'1 00+3°T

nijiwe]

(er0321A 8\@2\3 g

4z "ol

00+3'T

10+3°T

¢0+3'T

€0+3'T

(IAT) 2uo0)

26/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

24 19BlY %~

g 93e8n{uo) -@-

L

asop 350d Aep
9 121 14 € [A

Al Ydw 0g
Md osnow Aep g

1D8]Y SA 9 93e8nfuo)

€C 'Ol

27172

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

8%/8w v°0 9 S1e8nfuo)
mv_\mEN g 31e8nfuo?) ~#-
/3wt 9 31e3nfuo)
/8w 0g 9 21e3n(U0) 7.

a’rg 9v/8wog e1eydsoyd JiAlwedBSO %~

suoje 24 -A-
(S9d) 321U ~e-

uoioBU| 804 sAeq

-‘1
~
s
=

] g

~

9

-

L R S §

a'1'g 9/ 3woz 23eydsoyd anuieyeso %,

B34/8w 05 9 93e8nfU0] .4,

i\\\\\'\‘\‘(‘-\x“

a

{S8d) 223N -

P g

e

..,
ooy R,
o 5

SIS

i

Wi rrtr s

H
H
7
“

Y319\ 9SNON

v 'Ol

iy e N

P

R 1y

afiueyn wibiopa uanied

28/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

O . 078 opl/8wog s1eydsoyd JialweyesQ 4
/8w g a1e3nfuo) ~#- ues0 =
mv_\MF\CO._” 9 QHNMS_COU

3%/8w 05 9 91e8nU0) .z (s9d) 2|21YaA -

UOHoaL] 1804 sAe(]

g1 2L o1 g 9 y z o
_ _ _ _ , : _ 0
A Loz
ot
o6
—A Log
O oo

|BAIAING 3SNOIN
5S¢ Ol

[BAIAINS JUasIad

29/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

uonosyu| 1s0d sAeq
vl 4! 0l 8 9 4 2 0

L 1 1 1 1 1 1 O@

{Sad) stowap -

ey

Yl
¥

Dw/Busz 00 g s1ebniucs

=)
®

ByBuigz syeydsoyd JaweYESO -,

By/Bwz g s1ebniuoy .,

rmeritfrrsen,, o 4

ST

P

a5
i e
e

BBy g ¢ spebnfuon -+

ByysBuig 0 g syebnlucg

Byy/BLigs g a1eBnfuo] - s -
By/BLIcH 0 © SeBnfuo) -

Y319\ @SNON
9¢ 'Ol

30/72
SUBSTITUTE SHEET (RULE 26)

abueyn ybivpp JusdI8d



PCT/US2019/050018

WO 2020/051498

By BCZIO B L

(s

O Bulie s1eydsoud BAUBEBSD -
Dby g a@Ebniuo] ..

A" cl 0l

uoloaju| 1804 sheq

8 9 14 [ 0

Sl 14053 3 M aTE 2 e B

b

ansnsnsnsanan Y

3 3 e

LYY et
B, 4

|[BAIAING 3SNOIN
LC Ol

-001

[BAIAINS U821

31/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

¥

iy A MR

\
P B ey e T

i
e, ] iy oo,
w\. v .1.”«.\\.5.”_\ gt

iy
-

g D .\./\.Q‘zf\ﬁw.\,\; F #744

sniparie |y

L
RS,

]

8¢ 'Ol

oy gy

32/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

m\. gy R i
s 2 i3
b it 0 il

Ry i i
e e g

P

\.o,
o
f

PR N

£ By ey gy

e S Hirg
ST L S
r

A0

N

i

L I < P 3

6C 9Ol

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

0€ 'Ol

%4

apyinsip abuiH

S1BIpAYOQIBD

34/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

asop | ‘By/bw gz'| ‘g9 a1ebnluo)

i1¢€ Ol

[BAIAING

% 9%00)
108Ul 950

asop | ‘By/bw g} ‘g 91ebnluo)

JTE Ol

7. 9%00}
P8JUl55h(

asop | ‘By/bw gz ‘g ayebnluo)

1€ 'Ol

vl sheg 0 8z

‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘‘ S nXUO
w
c
2
<
)

-, 9%00}
109JU] asog

asop | ‘By/bw oG ‘9 ayebnluo)

a1€ Ol

)
c
2
<
L

- 0%001)

199JUl 555

asop | ‘By/bw g ‘g ayebnluo)

date ‘5id
vl sheg 0
““““““““““““““ e %0
w
W £
(sad) s
|[oJ3u00 BaN o

00000 %001
uonosjul 3sod siy g buiuels
Aep/xz ‘By/6w 0z ‘njiwel

V1€ 'Ol

35/72

SUBSTITUTE SHEET (RULE 26)



PCT/US2019/050018

WO 2020/051498

uoI123}u] 1504 sAeq

LAA g 9 14 < 0

b 0z

oy

ydw oz nijiwe] 08

ydw g1 9 91e8nfuo)
uoljosjul 3sod sy 96 pasog

4¢€ 'Ol

uoI129}u| 150d sAeq
i [43 ol 8 b ¥ 4 4]

0c
oy
09

08
ydw oz nijwey -

001

ydw g1 9 91e8nfuo)
uonoasjul }sod siy $Z pasog

JC¢E Ol

|BAIAINS JUDJJ9d

|EAIAINS 1URJJ9d

uoI129}u| 150 sAeq

¥l ¢l ol 8 g ¥ < cc
ydw oz
0z njjiwe]

7 4

\\\\\ 09

08

dw a1e3nluo

3 019 luo) 0oL

uonoayul jsod suy g/ pesoq

3¢€ Ol

uoI1199}u| 150 sAeq
A3 43 413 8 g 14 < 4]

0¢
oF
09

08
ydw gz njlwey .,

061

ydw g1 9 91e8nfuo)
uoljoajul Isod siy g pesog

ac¢ Ol

|BAIAINS JUDJJ9d

|BAIAINS JUD2J3d

Uo1199}u| 150d sAeq
¥l ct ol 8 9 ¥ ' 0

ydw 0z njjlwe] -+

ydw g1 9 91e8nfuo)

ydw g1 9 91e8nfuo)

uonoajul }sod suy g pasoq

ace 'Oi

UuolI123juU] 1s0d m>mn_
¥i r43 ol g 9 ¥ <
ydw o1 Ajuo 24 »

QO

(sad)
3IIYaA +

|

mmed
g8 88 8§ R
|[BAIAINS JU2J43d

]
1
-

N

e

(uonoayul 0y Joud suy  pasop) sjoiuoD

Ve 'Ol

|BAIAINS JUD2J3d

36/72

SUBSTITUTE SHEET (RULE 26)



WO 2020/051498

FIG. 33

Averaged Body Weights (5 rats/group)
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FIG. 38
Conjugate 6

28 day rat PK
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FIG. 47
Conjugate 6 human liver microsomal stability
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FIG. 50
Conjugate 6 and Conjugate 12 in vitro Fcy receptor IlIA binding
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FIG. 51
Conjugate 6 and Conjugate 12 in vitro Fcy receptor IlIA binding
FcyRIIIA
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FIG. 52
Toxicokinetics on days 1 and 8
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FIG. 53
Mean plasma concentrations following 5 mg/kg IV or SC administration
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FIG. 65C

FIG. 65B

FIG. 65A
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