PCT/US2020/013916
1/53

WO 2020/150496

<

AU 0L<
AU 0L—-0Ca
AU 0C-0l v

AU QLl>o

Lqvwl e

<

AU 0C<a
WU 02-0lL v
AU Ol>o
IqyW e

I

(sw/1) oo
v 0
NU 0Z<a
AU 0Z-01l v ) %uo
Ir_ OFVO W@OO<<
lywe Rg@Sv
v g R
Mo 44
HEY €211
(sn/1) oy
O o
NU 0Z< a
AU 0Z-0L v
QYW o v

HEY ¢HIH

SUBSTITUTE SHEET (RULE 26)




PCT/US2020/013916

WO 2020/150496

2/53

AL

££100W
££100nY
N AT AT AT AT AT AlTalal 7] 7] 4] d] s | a | poyouuy
1001 [ HOOL [ 9001 [ 001 | 3004 [ @oot [ 900} [g00k [ vooL | ool | 66 | 86 | /6 | 96 | G6 uonisod
buipuig oN
buipuig soopm

buipuig pauibjay

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
3/53

LQDPCSNCPAGTF CONNRNQIC

SPCPPNSF SSAGGQRTCDICRQCKGVF RTRKECSSTSNAEC
DCTPGFHCLGAGCSMCEQDCKQGQELTKKGCK
DCCFGTFNDQKRG ICRPWTNCSLDGKSVLVNG TKERDVVCG

mAb1
LQDPCSNCPAGTF CDNNRNQIC
SPCPPNSF SSAGGQRTCDICRQCKGVFRTRKECSSTSNAEC
DCTPGFHCLGAGCSMCE QDCKQGQEL TKKGCK
DCCFGTFNDQKRG ICRPWTNCSLDGKSVLVNG TKERDVVCG
mAb4
LQDPCSNCPAGTFCDNNRNQIC
SPCPPNSF SSAGGQRTCD ICRQCKGVFRTRKECSSTSNAEC
DCTPGFHCLGAGCSMCEQDCKQGQEL TKKGCK
DCCFGTFNDQKRG ICRPWTNCSLDGKSVLVNG TKERDVVCG

mAbS
FIG.3A

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

4/53

d€ 'Ol

(s) suny

00v¢ 00¢¢ 000¢ 0081
| i L ﬁn i

1 13 i i i } i { ! 3 H

mv

(a o_anm.cmscoS 108usg) cozo_uomm( :poyoajes a&m

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
5/53

e

&

FIG.3C

S

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
6/53

FIG.3D

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

7/53

—~— | —(d
0l Nﬁ.: _m: ¢01 Nﬁ.: _E ¢0l Nm: we CLRAL 1_: ¢ 0 NE 2.:
LT +1-0d 0 i+H-(d |06+ 1-Qd 6Cc+H-Ad 16°0+1-0d
(034800 : HE0+800 +yd0+80) H10+800 +HH(Q3+830
> S SN R oL oL 0l
i .NOF Nm: Nmp ) Now ....... NO—
¢Ol o0l ¢01 0l ¢0l
—e— |10l
¢0! NE _m.: ¢O1 Nm: _MX g0l mm: we o0t NA_: _E ¢ 0l Nﬁ_ ?_:
9z’ 1+Hidl eOTHIBIL GOIPIL Lo+ L o+HLaI1l
040 1500 0000 01900 104900
” Pop _9 7 wo“
,Noﬁ NE Ng
ALK G m.os mg ........ mor .................... A
cqyw Zqyu CHE jouo)

144t

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496
8/53

Lol

PCT/US2020/013916

— ") + +tpp_1t

2 CoBTODMITION'T calls B oo o el
+ : 40- J:l_ — . :g:lgtrol
= +
Fi 0] A ggw ¥ v mAb
+ O &)
IO ol . I ® mAb2
+8 2 o & 104 v ® mAb3
22107 X% 28 g T
(&) i’_’ 0. ) Ve (&) 5 0- h

° »e

5 ~—r

FIG.4B
— CD8* T Cells CD8* T Cells
3 2 3107 = Control
4 g A a3H3

2l 21 % A TR SR v mAb1
- q} @ 210 .,f o mAb?

o 15 .jf 5
-S| m g T o mAb3
25 101 g xo’{ 2" *

S (]

; 0 ! ! I I T 0 T T T T T

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

9/53

V& 'Old

MD}S Juawiypalj—-1sod sAp(

08090¥0Z 0 08090v0Z O 0809 0¥ 0Z O
r.)_,.}, . = ;0 mwu
: AY' oo S
. \ 5
—‘ AAAAA \ L=~ :OOOP va
L00sL T
\ | T logez 2
brigz briog briooL
L Qv L QyLu L Qv
UD}S JUSW)DaI|—1804 sADQ
08090902 0 08090v02 0 08090v0Z 0
3 ~ 3 I-nll—
A4 3
! : 005 S
/ 5
, i (o001 £
! (1]
, L0051 T
r \ 0007 &
brig, briog [0U00)
CHE CHE

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

10/53

as old 9G°OId
uonojnoou| (@) Jown] 3sod sApg HD}S Juawipal]-isod sApg
0¢ Gl 0l q 0 08 09 034 0¢ 0
— =0 — : _ —e H 0
- S .

' = ! -0¢
brigz |qyw —o— -00G nnM nl ..... I» | I_r oy
briog 1qyw-o-- % 3 — _ 09

Brig0L gV~ 4~ ¢ ~0001 = O——— 0 ——¢m |9
briog cHE —m— 3 ﬁmﬂ
[0J3U0)) ---@--- LoosL +----+001

d4'oOld

HD)S juswypbal|—}sod sApQ
0¢ Gl 0l G 0

L o m_
g/9 brigz Lqyw —o— Loos 3
8/G  brog Lavw - o - Loool S
g/¢ brool QW - a-- g
g/0  broL cHe —— r00St =
8/y 670G CHE —=— -0002 3
8/0 |0J3U0) ---0--- Loosz <

90IN pain)

IDAIAING JU82J3¢

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

11/53

Gl

—
Tp]
[an]

Q\f

AL

GL 0L & O

N

gavw

00S

0001
00S1L
000¢

00¢

0001
006G}t
000¢

V9Ol

juaLl}pal}—1sod sfp(

b 0§ 0 8§ 0 § 0
e |
\M W . HI\\\
</ 2 1005 =7 008
A ~
A 0001 - 0001
0051 00S1
0002 0002
|Gy 0lqvw
juswipat}—jsod shog
St ol S 0 SL 0L S 0O
N L A SN )
unwwwan 005 u:.\m\ 00S
0001 == 0001
0051 00G1
0002 0002

Lyl

lqvw

Sl 0L § 0
.” . »o m..
- 005 3

i 3

000} §

L (1]

0051 T

L w¢_

000z
gqvw

Gl 0oL & oo

7 s §
\‘ 006 2

. -7

vy S
000l S
/i
0051
/)
0002

joquo2 adAyosi

961

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
12/53

—e—— [qG4 isotype control
—=—— mAbl

——a—— mAb7

~———%———- mAb8
—.—e—-— mAb9
-----0—---- mAb10
—o—— mAbi1
—--——--— mAb12
Tumor Volume
2000 -
E 1500
[}
=
S 1000
g
S 500-

0 5 10 15
Days Post—Treatment Start

FIG.6B

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
13/53

e oS 2
8 S288
£mm3 35 35
SESEEE
O 1 4 > ¢ O
L o |
b o |
» E_
) - « BT
"y - sy
&b - R -
& & & o @ e v d o
(Si1eQ , G¥QD dwads jo %) (SIeD ,S¥0D 40 %) N
sl 1 ,¥00 SlI9) 1 ,¥0) -
o
LL
§o - % -
o - . S
1S - i 3,
e - "I
HHE - L™ -
% - o+
$ & 2 o & & & o
(s1189 , G¥QQ Mayds Jo %) (S ,S¥Q0 Jo %)
sl#d 1,800 sl®d 1,800
dlua|dg ST

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

14/53

08090¥0C O

-0

008

0001
-006G1

| NO—0joIsy—-n

+ jqvw

000¢

08 09 0¥ 0¢

0
-0

005
-0001

0ocl

+ Qv

000¢

(+'691SLA) 8A0-»

8'DlId

08 03 OV 02

\\

0

-0

+ lqvu

000¢

(G"IM9) ¥Q0—»

08 09 0¥ 0Z 0

Y

A

UoHDINOOU] Jowini 3804 SApg

0
-00S

N

0ool

1

00¢sl

Qv

000¢

08 090v0C O

-1 00G

0

-0001
0051 5
0002 =

QWINjoA Jown]

w

(av ON) fosuo)

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
15/53

MC38
Colon Carcinoma

jw)

&

o

oy

3
o
O >

—
< - TN \\\\\\\\:}‘\-\‘ - 4 g

(B \\\\\\\\\“\\\\\:\w\\&\\Q\{@?\t

SN gt R
NG
om S
I3 T T T - O 0.)
o o [em] [ (en] -
S 8 8 3 o
(SN - -
©
g
-:3% hre)

o [t =

E SE

(o] :

R i
©O O : <+
L5
= o

e &%::cc“:;\&\\\\\,\“ o

g B &&“\\j\\\\\‘ ™~

8 "

m

f T T T T ~O
QO O O O O
QOO O O
S W0 W T N
e Q
£3 (8
o<
OoE

Nns
B
\\\\.\\\\\\\
o

w\»\“\\“\“\\\
.-:*\\\ s
\\\\\\\\\\ \\\\\\\\\\\\\xx

\\\
R \\\\\\\\\

CT26
Colon Carcinoma

2000+
1500+
1000+

500+

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

16/53

201Dl d01l " 9Dld

HDIS Juswibal] S04 SADQ

JP)S JuawiDai] S04 sAbQ
o 0¢ 0¢ Ol 0 0c Gl 0l g 0

0 0
_l. \\
1 o o < A
L S b7iogL olgvwe / 200
brioGL oLavw — | 1 BriOG| QaYW - 001
b 05 o Brl W
0G1 Lqvu || 2 0G} 1qvli-= 0051
[o5u0d adAyos| — s. [0u0d 3dA10S| —e—
< 0002
“““““ e X111 0052
VOl Did
HDIS Jusuwipa|—1s04 sAb(

0¥ 020201 O 0y 00201l O 0y 00C0L O 0¥ 0202 0L O —_

—0 0 —— 0 =0 5

005 N 005 005 00s S

A% =

0001 0001 0001 0001 §

<

0061 0061 00G1 -00G1 T

000¢ 000¢ 000¢ | 000¢ /m.m\x

bripg| bripg) brigg) Briggy jos3u0n adfos)

Olgqwu |qyu vl

(wa) SWNJOA Jown}

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

17/53

JL1L°D1d dlL1l Ol

HD)S juswipaij 1s0d sApQ HD)S juawipal] 3sod sAng
o0 02 0OC Ol ao 0c st 0l G oo
~I- L 3 \ M
o : - 00s 3
X =
e g o000 E
s 5 Vi s
brioz gqyw ---- g i 00GL®
Bl W s 0¢ 01qvul -=- —
0C 19V S bt 3
= 0C 8qvWl -e- 00023
josquos adhyosp — b107 | QYW - e
00l josjuo0  adkjos| - 00SC
vil'Old
HDIS Jusuipa|—1s04 SAb(
0¥ 0£020L O 0¥ 0¢ 0Z Ol oo 0¥ 0£ 0C 01 oo 0% 0£ 0C 0L oo -
e /o
< \ \ 008 \. -008 008 <
/ 000t 0001 0001 §
<
00G1t _ 0061 -00S1 =
0002 0002 & Loooz 2
bripz brioz brinz brigg| josuog 8dAos

olqvw Bavw Qv

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

18/53

09 0¥ 02 O
< 0
e 008
\m Y/ oo

006!
']
0002
brigoz
Loy

Y00

-0001

00S1

000¢

¢l Dld

09 0¥ 0C co
N L 00S
M 0001}
\ 0051
0002
61001
L Qv
09 0F 02 O
N R ~O
-+00S
““““ 10001
\ 0061
0002
brigz1
Ly

UD}S jusWwiDa]—1s0q sADQ

09 O 0Z O =t
=, 7 0 3
00 <

\ 10001 m

\ 0061 =
bi0g 0002 f.uw_

LQyw
HD}S jusuipa|-1sod sAbg

09 0¥ 0Z O =
0 3

4 ]

00§ S

““““““ 0001 m
00S1L

3

0002 3

o WW0Es> 8/0 &

Qv ON-—|04u0]H

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

19/53

vEL DI

OF 05 02 0L 0 O 0£ 0Z 0L 0 0% 0£ 0Z 0L O »
= () 0 230 5
o
\ / 006 -00S -00S =
\ \ -0001 \/—0001 -000L §
D
:\ 10061 0061 0051 =
—Loooz 000Z ! 0007 s

(¥9b1) (¥961) |0.3u0)

| Qy~02K|DY | qyw adAjos

UDIS jusunpal] 1sod sAp(
0T Gl 0l G 0
0

o 005 E

_H\ =

v 0001 5

[ :

00§l @

=

(#961) 1Qyw—00K|By —¥.- 0002

(v961) 1y —=— 1
[01ju0) 28dA10S| —e—

00G¢

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

20/53

del"'9ld

§Z0Z5L0L S oo GZ0ZS10L G oo GZ0ZSLO0L G oo -
m 3
s 008 005 A oo S
\\ m
v 0001 \ 0001 _‘ 0001 5
006! 0061 0051 =~
/ 000Z 000Z 0007
(1961) (¥961) |043u0)
| Qy~09A|by | qyw adAjos
HDIS Juswipaij 1S0d SAb(Q
0z SI 0l g 0
: 0
M RIPR s £
rhoar g
4 000 5
—
i :
i \H 005t =
=
(1961) 1Qyw—00Kiby - - 0002 3
(¥961) |Qyw —=— A
jo1juoy 8dA108| —e—

006¢

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

21/53

71 °Old dtv Ll 'Did
JuswpaL|—}s0d SAp( UDIS Juswpal]—3s0d sAo(]
o¥ 0¢ 0¢ 0l 0 0¢ Gl 0l S 0
. : : : 0 : : : . 0 -
. _ =
e @ s I T
v o 3 0LaVL -4 Tty g
gavu —-—- . o " & 0001 5§
Ly —— 09 g wm«& s ey &
! o =. —— —
[ojuo) adAjos] — ; 08 & joquon 9df105] —e— -00G1 w
(&2
; 00l 0002
[DAIAING awinjop Jown|
V¥ L Dld
JuaWDaI] -804 SADQ
0¥ 0¢ 0C GL oo 0¥ 0¢ 0C OL oo 0¥ 0¢ 0C OL oo 0¥ 0¢ 0¢ OL oo -
N N S =
AN N S 3
W,y 008 W7 005 // 008 \\ 005 =
o
-0001 210001 /> 0001 \ 000l §
<
00G1 0061 /) -00G1 \ 10051 =
0002 0002 0002 0007
olqvu favw L qyu joxjuo) adkjos

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

22/53

0 0¢ 0Ol

il

cww 0pol> 9/0
CHE

dav Ll 'oid

0 0¢c 0 0

008

0001

/ \/\ 00G1
oL Loo0g
cww 0001> 9/¥

ggyw

JuaWIDa.} -804 SADg

0 0z 0

A ¢

P

0

/l
/1|

N

cww 000>

joAyu0Y

/I

o/0

(Qwuj) aLINjoA Jowin|

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
23/53

100 e e

2

e

7

= 50 — Naive

5 — mAb1

o
----mAb8

0 I ) I | 1

0 20 40 60 8 100
Days Post—Treatment

FIG.15

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

24/53

V9Ll 'Dld

~=—1 (0
0L 0 01

L

|04}U0D

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
25/53

m 3H3 50uq

A 3H3 10ug
v mAb1 100 ug

e Control
o mAb1 50ug
® mAb1 25ug

t
FIG.16B

(S1190 46400 J0 %)
s8] L 4+¥00

(slP9 4640 40 %)
sle) | +809

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
26/53

;‘f 50- Splenic CD3
S
ok, 40 o
33 . ] b g
.Q_Ji 30'_ M= &R & e IgG4 isotype control
’éé 201 | = mAb
Owv i g A mAb7
5 10] E v mAbS
B0 — + mAb9
o mAb10
%\ 4() - Splenic CD4 2o mAb11
(&)
et o Do mAb12
%*@30-%§%%.g\g% ol Do 33
83 1 i
E.g 20 g
S =
S& 10/ -
5 =
LI B
%\ 30- Splenic CD8
(&b}
ot B
= o
307 #,.20 =
— . =
e ekl SelilE
Sa 107 =
s =
%9 s

FIG.1

~

A

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
27/53

& 80- Liver CD3
o
S
25 0 :
(@] ] =
-8 — e IgG4 isotype control
+ 40 o A =
mg & = mAb1
o; 20 - 5 s mAb7
e ] g v mAb8
0 + mAb9
o mAb10
= 504 Liver CD4 770 mAb11
3 40_' Mo mAb12
S aie § o
=8 30_ I ¢ g £
LRI (e
5 101 -
S —
S 0 —]
“o 60 Liver CD8
S
1
Sx 40- i
g s B
" ﬂ’%ﬁﬁ :
- M =
: Alikilz
Ml _

FIG.17B

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
28/53

= 50 Splenic CD&T CD44T TG
(&)
+ - l
s 2- g
=y — .
+© 5 e IgG4 isotype control
<+ =
i | - = mAb1
°8 & s mAb7
5 ] g v mAb8
5 O__Ql‘lmﬁﬁ@%m_ 0mAb9
R SJo mAb10
2 95 Splenic CDBT CD44+ PD-1+ 70 mAb11
Lo 2 Mo mAb12
T+ o 3H3
ik I
_?__O 15_ =
+ 1 i
32 10 -
oq 1 -
(&) 5_ —
s V] g
2 3 Splenic CD8* D44+ LAG3*
(&)
By [
38 27 o
(&] —
4 =
<+ o B , =
83 1] ﬁ ﬁ ﬁ g
oI lnilalii
5 e g
® 0 m —

FIG.18A

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
29/53

Liver CD81 CD44F TIGIT+

§80—_
E1 60- il
=8 = o 1gG4 isot trol
+S 40de 5 gG4 isotype contro
o | = = mAb1
(&b N am] ° y =

S 90+ i = 4 mAb7

B G

® 0 - + mAb9

Yo mAb10

= go-Liver CD8 T CD44+PD-1T 0 mAbT1
tjj ] o mAb12
[+ 607 ® o H3
=8, .
Yo ] 1] o
88 20_ . ‘ :ﬁé o ﬁ
- ’ a
SR
%0 =
= 15 Liver CDBT CD44+ LAG3Y
(&)
-r!;)'—
+ —
<8 10 °
+ 10 N
9 -
og 97 o =
5 1 =
R CIBETT:

FIG.18B

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
30/53

2 50 Splenic CD4T CD44 TiGIT*
(&b ] 4
+ 40 3
= 1
+ 6 907 5 o IgG4 isotype control
g-"g 20 - = = mAb1
°8 0] & s mAb7
5 5 v mAb8
AN . bkl Tk~ I
. SJo mAb10
2" 40 Splenic CD4+ CD44¥ PD-1* 220 mAB11
(&
+ e ] Mo mAb12
L+, 307 o o 3H3
g
-+ .
1H Y
S
S 101
5
MIEL TulululsTi

4 - Splenic CD4T CD44t LAG3T

CD44t LAG3t
(% of CD45%1 CD4t T Cells)
N

w
(TSR T ———

AR AR
FIG.19A

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
31/53

Liver CD41 CD44t TG+

§ 60
+
=+ i
22 407 o .
+ © = e IgG4 isotype control
<+ =
X0 . - = mAb1
oa 201 ° —
S ﬁ é ﬁ & s mAb7
5 ] . a v mAbS
5 0 ﬁ ﬁ % % m H . mAb9
. Yo mAb10
2 60 Liver CD4T CD44T PD-17 220 mAb11
e I o mAb12
|+ 1 o
éé 101 - o 3H3
+ o
I -
88 20 1 %
5 ] 5
> lehBRAAAE

10- Liver CD4T CD44% LAG3T

CD44+ LAG3T
(% of CD45%1 CD4t T Cells)
(@]

(o'
(TR [T THe—e

OQBF%r;EWg%mﬁ
FIG.19B

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
32/53

§r— b/bw 08 }2
2 | by/bw g |
2 H———— by/bw 08 ]
4 — by/bw oy | B
2% H——bybwoz [E @
£8 W by/bw g} o
£e —{bybug) N
<= T {by/buoy [ O
£ | by/bwoz | €
S — VT
 E—
§ e 2 o e
(w/nw) Aoy [y
i by/bw g }2
£+ by/bw | | =
* —] by /bw 08
= 2+ by/bw oy | B
© 2 H by/bw oz [ € <
© » — by/bw 0} | O
S ——1bybugg] N
o L byfbwoy [ D
= H——bybuoz | € T
H____| by/bw o} _
 —
g & &  ©
(+6#Q0/s1RD °AN%)
+809

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

33/53

TNFa Plasma Levels

il

f
o
(Te)

|
(=)
<+

T T T
(] (e
MY o™~

(w/bd) uonosuaouo)

10

0

6x/6w
6x/6w
6% /6w
6% /6w
6% /6w
6% /6w
b /6w
by/bw
b%/bw
b /6w
Sad

oﬁv
0l

08 |
)4
0¢
0l
08
) 4
0¢
0l

-

3H3

¥
mAb8

V
mAb1

FIG.20C

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916
34/53

WO 2020/150496

ARSI E

&«

%
7

. \\\\Nwm\wm

. : g - . - .

_ ®§ |

2 7

\\
CHE [ Qyws josjuo) adAyos|

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

35/53

mAb8

Control

e

S

T

T TN

T ¥

L

foai s

TIT 17

RER)

T,

T

T

T

LARN SANS as NS SRN SAN SRS (NN SAS et San ARSRANE SAN SR SN MARSRNN 4

+—— J3|IDOS 8pIg

CD45

FIG.22A

mAb8

Control

e
o L
i
5L
o
=+
—
3
e ———]
< G¢ao

FIG.22B

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496

PCT/US2020/013916
36/53

Control mAb8

o
>
LLliny

:

PD-1

LR L2 B N I B N S I R 80 L R 15 A B I B R 935 S S SRR R 1

TIGT - >

FIG.22C

sthased

sottsaal

L

F4/80

FIG.22D

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496

cD81 Effector Memory

40 -

o

M N -~
$190 4 800 4§00 10 %)
S1I99 4 ¥¥(0 - 12900

—_

i - CHE

- qyul

cpst cD25%cells

Hu)

N <+ M N «— O
(Sll0) 8/ 4.G40D Jo %)
189 15700 1800

H - CHE

N} havw

U

EEEI
(s1190 4800 16700 40 %)
189 4 1-(d 41911

i - CHE

cpst TIGITt PD-17 Cells

H - gy

T
slle) AT/ 4 Gy0D 0 %)
siied | 4900

cp8t T Cells

25-

—_

PCT/US2020/013916

37/53

-

(]

E i _ CHE
=

| -

2 RN | gyw
=

Lol

N bju)
¢

(]

(&)

© @ © o o

< p] N —

(Sl180 4700 46¥0) 40 %)
SIRO 4 #¥00_ 12900

h 7k SHE

-1 Qv

CD4t Foxp3t

KUY

f T T 1
(o] o o o
MM N

—

(Sl18D 4+¥00 16¥00 40 %)

o |9 4 gdxo4

o)

O

+ H - EHE
e

a NN
=

1)

|_

+

*

a

(&)

(8120 +¥00/ 4 S¥00 Jo %)
S99 41-(d 4 L9IL

H - EHE

H - layw

- -

© © © © o

S M N -~

(Slle) a1/ 4G40 Jo %)
SIed | 4¥0)

CD4T T Cells

SUBSTITUTE SHEET (RULE 26)

FIG.23



PCT/US2020/013916

WO 2020/150496

38/53

< ' Old

Iqyw 0} pasodwo) — — —

|oJJuod qy ou ‘suljesbg —----—

3Uo|D DAO
[o1juod adAyos)

lqvw
¢lqvu
L 1qvw
olqvw
6qvw
8qvu
Lqvyu
0zZaly

¥1-1dNY

NEARERIRNNZRERIRRY7Rs

|w/bng—qy

L [0 /Ill |

T

- 00G
— — _ - _+000l

aSW-211+800

- 00G1
- 000¢
- 00G¢
- 000¢

- 0005

- 00001
- 00061
- 0000¢

(jw/bd) uonosjueouo) z-7|

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
39/53

Expression of Activation Marker CD25

3 807
+ SH3
S 80° %
S T 5
S TN ET
ff 20T O i -;
c — |
S, = =
S |
& Ab—2ug/ml

L4 RMP1-14

FIG.25A £ Atezo
] mAb8
1 mAb10
Expression of Exhaustion Marker TIGIT [77 33
© 15 - SN mAbf
[]
S T I [T Isotype control
§ 0- ; ? 1 A2 dlone
I 7 =
T —
2 5 ST T A T T
1= -
S -
[
- Ab—2ug/ml
—————— Baseline, no Ab control
FIG.25B ——— Compared to mAb1

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496

|
HE
HEZZ
H
R TG T
s e
J !
= —Z7
[,
(it
— 07
:
— TR
N
R -
—{
| | 1 ) i
un < M N - (o]
£Q0-1uo / ploj
|
} RN
|
|
|
(o (RN RRRRRRRRNCRRRRRENINE
HLLTTTTTE
~ (I
i |
- H
—
H// L
|
|
NN
R
k ' N
E N
I T T T i
(Te) <3 -

M N
£Q0-Nuo / ploj

40/53

mAbS mAb1 mAb6

mAb4

mAbS mAb1 mAb6

mAb4

PCT/US2020/013916
({e]
0
<C
£
2
~ ——{IIIHITn €
& —
un
77 2
—T £
|
S N <
HS W 2
— SN £
|
6w <+ M N — o
£Q0-huo / po}
&
K o
Bt 2
2| E
HIILI]
I —
HIL T 2
HIm €
M
T o,
= 2w
w7+ 2
7| €
HEN
R L g
S =

0 © < oN

£Q0-huo / ploj

FIG.26 °

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916
41/53

WO 2020/150496

a/¢'9ld V/.Z Ol
(Nu) ouo) Apoquuy (Wu) -ouo) Apoqiuy

I I I I _ o 1 1 1 I
---------I-----------E ...... - 000! ----------------------E ...... - 000}

NP L
|y - »\T{ L000Y & 0008 5

w
GaVw-e- 0005 3 -000% 3
- 0009 - 000G
Azcv "ouo) Apoqiuy As_:v ou0) Apoquuy
- o = o — o = o
O N N O N (] N N N N
o O O O © O o n n o O o
1 1 1 1 1 1 o L 1 1 1 1 1 O
Apoqnuy oN-e— ——¢--1 000!
cavi=v= 000z =2
| qyw —m— =
L=
yayw &= | 000s £
DpNIfoY —a— 2

G86ad - 000V

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

42/53

.VQ<E —A—
| Qyw
Gy -e—

Apoqiuy oN-e—
Qyu—v—

| qyw

yavw &£-
ppnJyfey —a—

QL2°Old

(Wu) ouo) Apoqiuy

- 000¢

L oooy

- 0009

- 0008

) AN4I

=4
w0
~

w

(

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

43/53

0001

Liana 1

8C 'Ol

(Wu) Apoqnuy

001

8qyw --e--
Lqyw—@—
Gqyw --o--
yaqyw —O—
|o5juod adfjos|—e—

/ L

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
44/53

&
S
5343 &24
== << % o8
E E E E o ZzO
% .
100000
i
- - |w/bny-o
%
£ |
NN o)
(T N
I'i-uu/ﬁnl (2
777/ ™
1 I8
h
AN
AT
L
*ZZZZZZ
1 I
5 &8 & & o

uoRoJoyI0id%

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
45/53
§ )
I | |
| 1 |_$| wn
| | ) 8
] | ! - =2
- - O =
\
\ \ 8 g
S
wn O
& o>
75 =T I o 8
0
r 0 =2
<
M I -2
r ? 98
I | I I | I I I O
N o N n N n N n -
g|j@d wnsun ‘A [pubis 4y Ul uonoNpuI-pjo4
qvw GQyw gqvu [qyw
[ ] o
\ ‘ 8
o
0 =
[
| 3 o
S
o | 2 S
b >
= 0 o
2
Qe
<
H e —d H 8
1 I | 1 | I I I o
N 0 N n N o N 0
§)j90 wnsun ‘A [pubis 44N Ul uonoONpuI—p|o4
@)
vl Gqywi gqvyw qyw ™
L

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
46/53

)
g, o
- M m
§E28
N
NN
|_
L
D }—
i
o © o o o
0 (o] <+ N
—
— ™
s g
J LL
=
o o o o
td = o
l_
© H
I -
[/
i
- o o o
S S S
M AN ~—
[Tw/bd]

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

€eEOI4 (A

WO 2020/150496

47/53

0 0
L 0002 - 001
- = . 00Z
T Looor & H
5 - 00§
2 L 0009
- L 00%
sqvid L 0008 Gqvw %

pyayw pqyw L 00S

Lqyw uoissaidxe $9Q9 Lqyw 0—INL

adAyos| adfjos|

[w/bd] 0—JNL

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916
48/53

hCD45T peripheral blood cells

(o}
(]
L ]

D
o
N 1

—e—Control
—m-mAb1
—v-mAb4
—o-mAbd

hCD45% mCD45~
(% of live cells)
S

N
o o
L 1 L

5 10 15 2 25 30
Days Post—Treatment Start
FIG.34A

60 - hCD8+ peripheral blood cells

N
(e
1

hcD8t hcDast mcpast
(% of live cells)

5 10 15 20 25 30
Days Post-Treatment Start
FIG.34B

20 - hcD4t peripheral blood cells

—
(&)
1 1

hcD4t hep4st mepast
(% of live cells)
o

o n
L L

5 10 15 20 25 30
Days Post-Treatment Start

FIG.34C

SUBSTITUTE SHEET (RULE 26)



WO 2020/150496 PCT/US2020/013916

49/53
-
=
g
AN =
¥ I j H x‘ ¥ @©
=
,,,,,, o
Eki{,,"!'
. oiseg
0
5k, . e ke S D S ket Ii‘\\ r:i P
—-uen & ©
= =
N oipioy z
e o e s . %
T ' N oiseg
0
ERARRERRREEAR RN \\\\\\{\ Y] i
NN - UiBIN = & %’)
218 g
- JIpIoY 0
o e )
:,% : - SeYg
1§ ' To] o
“;E Ji'\ AR RN \\\’\\\E\ E Fg) m
= [ W V)
O - OIPIY (T
] 7% 3
L ; —— —
5 gy |s
3: Y RREAY AN RN I\ E g
- UIBI . =
= -
-y
LY
R S S — - Q
' - 015eg =
b &
RRRANEARY \\\\:\\\‘\ RN \\\\\H‘\ % S ‘}i‘:
N =7 A = R B
i o i<
=
-OIpioY
R A AN Ay A— A—_—
"""""""" -0iSBg
L
ARRARRREANY \\\\\\\.\\\\\\\I\ %
N -uey &
=
O
-y
{ 1 1 1 1 t ! ! I
CH QOO Do O OoD O
Gy 00 M O WD F o T e

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

50/53

9& "Did

[ymounil  zZMoWLE  OMmowlE

J. OF
g Hd UL 8'sHd siH SvHA NS
uew  Sipioy

J188g  WIBIN DIPIOY  oiSeg LB QIPIDY  OISeg
3 i I ! i ) 5

uoliepelbap paolo-

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

51/53

£E S04
HiL o e
50
- 0
50
|
gl
i
— = 9 S 4
w..
0
5
o
o)
4
4
0
pe-L0SO0MDT L0 2] v
PE-1-8S00NID%S ()
PE-1N-88031IH%E
0= L-DBNG6 D

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

52/53

(i) snipey
P4 0001 00}

» ZHd 10BN WWog)
‘apetdsold WIPpos WWLO?

(uw) snipey
43 0001 00l

a

a8804XaD %, G0

8E DI

(LU} snipey

>

=g

43 }

o=

|

o

00

4

G

Jjajem sing

Pl 0001

ASOUNBP % G

{Luus snipey

1S

#43) 001 004 0l

BSOIXBP %L

{Luuj snipey
B3I 0000 ool 0l

[OBN %60

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/013916

WO 2020/150496

53/53

6E°Did

{wrl) 6z< 7]

(wri) gz-0L =@

{(wrl) o1 72

(wrl) oz =

IAS

SUUNNNSS

|

AR

Tu/sesiied

SUBSTITUTE SHEET (RULE 26)



