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FIG. 2

Survival proportions
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Fig. 6

¥ T ¥ ¥ ¥ ¥ K ¥ ' i

0 50 100 150 200 250
Time (hr)

- m-- Animal 979 (250 pg/ke)

—e— Animal 980 (250 pg/kg)

—a— Animal 981 (250 ug/kg)

—v— Animal 982 (1000 pg/kg)

— - Animal 983 (1000 pg/kg)

—.¢— Animal 984 (1000 pg/kg)

—»— 1gG mAb Control {150 ug/kg)



Fig. 7

3 Hut78 PD-1-"¢

W Hut78 PD-1+"°

7/31

—~86 jueiniu
B 1 § JURIY
———2-g§ JUBINLU

= L& JuBinu
..... juginw
88 jueinu
A8 juginu
-89 jueinw
-cQ Juelnw
=@ JueNW
uginuw
jupynug
18 juenw
= 6] JUBINLL
=i ] [ JueInw

=G JUBRINLL
= 1§ JUBINW
—4-0G Jueinu
. =+6p Juejnu

“a="-8¥ Juejnw
4 ) Juejnu

%9# JuBInw
G JUB U

Muteins lose activity on PD-1"e cells but

retain activity on PD-1*ve cells
o]
g~.
[+
t
[l
5
E

/

Muteins designed to have reduced binding to IL-21Ra
Target muteins > 20x reduction efficacy vs rhiL21 PD1Ve cells

i Jueinu

£ Juejnu
=.Z{ jueinuw
- Ly Juejnu
0P Juelnw
w62 JuBIMU
g€ Jueinw
4 /€ Jueinw
-g¢ JueInw
=GO JuUBINW
-8z Jueinw
- /2 Jueinw
-G Jueinw
-7 Juepnu

100-

L] L] 8 :
= © =
o © =

(Lz1u2) Aranoe ul uonanpal piod
<

uoienuape <



1 Hut78 PD-1-®
B Hut78 PD-1+Y°

8/31

-

-C70 JUBNLL

. L 20 JuUBInU

E—_ﬂ@ —

“-55,3 Juepnw

‘-g L9 JuBINLL

[ ISR

.G |0 JUBINLL

--m:: Juenw

‘-z;a JuBInW

- 01D JUBINLL

- 60 Jueinu

i

g0 JuUBINW

o]

- /9 JuRInw

-1

g0 Jueinuw

i

-G JUB MU

-0 JUBIMU
‘-ga juBINwW

-7 JUB N

| ]

- LD JUBINW

Fig. 8
100-

= L= & (= L=
&0 (1= < o

{(LZ W) Aianoe Ul uolsnpal piod
<

uoljenusje <

Muteins designed to have reduced binding to IL-21Rcy
3.7nM Fusion protein / rhilL-21



9/31

sjj@s +1qd uec
paJoisal Axesiyge

v6 ‘B4
{(nu) Boj
Z 0 Z- - 9-
o _ _ _ _ 0
0 >
> e
= s|ja0 9A-Tad TZUY 00001
00001 & SA ASE31443 UOIIINPAI XOZ < w
0 SIUBLIBA J0B)3% nm
& -00002 3
N S oy
00002 W o
5 -0000€ £
-0000¢ & @
u o
o
) - 0000V
- 0000V

TG JueINW TZ-1U X QYWidd ¥
{ouow) TZ-1 LM X gvWw 1Qd --e--
qvw 10d —--o--

TZ-luBwing o —

3unasiey 10} T-Qd UO Juapuadap ale g

(51192 s»-T-Ad UO UOIENUSNIE P[0} O0Z<) 121D 193W YIIYM SUISINW JO UOIIEILIUSP]



10/31

qyuw T-(Od-1iue juaied 01 pasedwod uonnguUisip pataje
paMgiyxa sulalod uoisny ulRINW TZ-1-qvw T-Qd-uy

() swip
04¢ 00¢ 06l 004 09 0
§ 5 i i i ;. § 8 i 3 i 10
L V--¥
............... x, /// “
RS &._Wll% L
.H ....... ///X i
.H //._. \ = ()1
r. X
- 00}
By/8w T 18 (LM)TZ-1-T-Qd-BUY —m— 1
BY/Bw sz'g 1R T-Ad-BUY -~ X0
BY/Bw 0T 38 (NSTQ)TZ-T-T-Qd-RUY  —X— g | 000"
B4/8w 01 18 (V9LY)TT-T-T-Ad-IUY -—v—- o 3
3y/3w 0T 18 (39L4)TT-T-T-Qd-BUY 0. - 0000}
M Ormeeens OerQremnQenn ey - 00000}
= 0000001

{w/Bu) -ouon wnieg



11/31

(u)Boj uopenusduod gy £ Aeq - 41

N 0
\) \ Q0
S O & : D &
F & S > N O eE S
E ] ] 5 5 g ] ¥ @
2 — g VT V=N
L L s o =, S MY
m < / $—%
N _
" R i
T211Y4 + qyw T-Ad-11ue Jo uoljeuiquo) !E 000L %,u
iuelnw a|8uls 39/¥ TZ-11 Suisludwod uidjoud uoisnyg 0051 mm
ueInw s|gnoq IK w
39/4:05Y T2-11 8uisldwod uiajoud uoisn4 ="
&8 n@@@N
qvw T-ad-huy
-005¢2

L1 "Bid



12/31

Qyu T-Qd-uy
(Wu) [av]
0000IN/001 b 100 L0000 10000070
i H ] i ] _._
w\ \ .\0 ;N\nlm_u/ w
/ | cQ
/ 19 2 B
/7 3 Q
K O
Loty e | g2
= =
ST
LG
UiSInuw 9jgnop y9/4:364 12-11
0} pasnj Qyw! T-Qd-Nue Suisudiiod
Wiay04d uoisny = aul pIoS
0T N9
LYl O

Jueinw aybuis x |,ade
JueINW 8/qnop X | ade

Bunisad Upz JoLE Moy S1 Tad esed
camummsﬁﬁm UIWOT whemmﬂ £m.w .h& ﬁmwmmh 11D
qyw T-0d-huy €lvisd

gy T-0-uy
() vl () fav]

0000} ¢ Lo I00 10000 gmgwg 0000L (b b 00 1000°0 4000000
P
O = d —
S 12 g V. 29
I/ o= | 3
~\ \ \ c P \ \ .. (e
{ / .aﬁ 2 5 ’ 1Y e B
e | 58 ‘ i 2
o v 5’ O
Lot , 82 S I
£ £
” g
WiRINW 3|gnop 39/4°06Y 171 URINW 3|gnop Y9LY 3N TC-
0} Pasny qyw T-0d-iue Suisudwiod 0} pRSN{ gy -(d-fiue ujsiidwon
ura304d uoisny = auij pIjos ujsloud uoisng = 8uj| pljog
AT 3HNOH V{1 34N5H

rA N 1 E

14N Aq 8buey) pio4



13/31

v9/4/36Y
TZ-11 = uisinw ejgnog
ogl b4

{%4) sisk oyioeds

{ydes3 yoea mojsq

39s) UIRInwW jgp Tz-11 uiLlodd uoisng

TZHYd + gy T-Qd oquic)
qyw T-ad-iuy
7981y

Ty

39/4/06Y
TZ-1 = uld1nw 3jgnog
acl b4

(2,) sisA siioedg

Y9/4/35Y
TZ-11 = Ulainw 3|gnog
vel "bid

(%) sish oyioedsg



Serum Conc. (ng/mL)

1000000 =

10000

1000+

14/31

31

Fig. 14
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Fig. 21A
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Fig. 21C
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Fig. 238
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Fig. 23C

1000 -
MLR

750 7

IL-2 pg/ml
N
3
]

250

750 -

500 -

IFNy (pg/mL)

250 -

Ab concentration log(nM)



XFold over no Ab control

26/31

Fig. 24
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Fig. 25C Fig. 25E Fig. 25G

Fig. 25A
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Fig. 27
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Viscosity (cP)
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Fig. 28
Viscosity {cF) vs. Shear Rate
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