WO 2020/136566 PCT/1B2019/061309
1/23

Disulfide

Fig. 1A




PCT/1B2019/061309

WO 2020/136566

2/23

@é

RN

AR

proeee
Rs
™ Ay

&

;&“‘}‘,&“

ik

»»v,\o:
R

TR
BN

R

"&*‘Wﬁw ;

)
3

W

DY s .“%%“*g&&\@\ HH &?«\&:a&«w

2, A
. e
%, e %
».‘ P 4
; !
o
Y i 1
2 Z 3
% 7 ”
% <4
3 :
“ 4
i1 :
% %
P 1 ”
[ a4
PEE:
i i
& 1%
94
YIS, % 1
5
7 ; y
: 7 %4 %5 5% 9%
4 i
7 o,
] e S )
: %, s a5 i
7 ", o %
: , gt 7
. :
2 % e SO : Z Z
4 st Z 7 Z
: . - ;
; ", B s
3 % z 3 R4
7 % -
7 L4
. i
7 R
7 \ 27
2 i
7 L2
4 \“w s
Z % &
7 G
1 %
e A
w %
G AL,

%

.,f

o
.y
N,
R S s

e

X

R

..... . R
% Y e %
% ot %
%, et Z
4 el i
A 7
it .\\\3\\\\ w .
Z 5%
Z
7

9
T

SOl YA 1F

0 9z 814

D ye 34

dl auo|3



Clone ID

WO 2020/136566 PCT/1B2019/061309
3/23

Y B A B R TR

G S R A

%

45 4

P sz

3 &\nﬁ\"‘&ﬁﬁ“ REE

S
SEETETTEE £

WA
RIS Rk e o

5
il st ,,,,W;,‘,

%/

BRI,
z

§

S
Y A
. AW
a—— R AR VR AR SRR
Rk AR R “\,“\:\\“‘“\ w«w::z::zz::\\\&\"f\““m\\\\::v.\““
R R
« §
T RO X R YR N

C6

Fig.2D c4
Fig. 2E c¢5
Fig. 2F



PCT/1B2019/061309
4/23

WO 2020/136566

A
L LR O T T T U0 TR Y T

sl QETra

5

2
o
R

4%

s A v s
Aw.e‘ \&w‘w\\\t\.\s\\\\\\«\?\\ \:N\ %
%, 2
sy et sy cngeessvesonr ANy, %

2

3 £ 938y

AR SRR AR

YR

b oAt

S

9
T

dl auo|3



WO 2020/136566

5/23

PCT/1B2019/061309

Fig. 3B

Fig. 3A



WO 2020/136566

6/23

PCT/1B2019/061309

Fig. 3D

Fig. 3C



PCT/1B2019/061309

WO 2020/136566

7/23

v "84

%96

k> 7

! IND +2/THD

%89
%9 :
SaNosioW paseg
}0RH07 jo uondely SEGIT 5 aod o389

suonenw })/THI jo 1edwi ayy jo sajdwexy




PCT/1B2019/061309

WO 2020/136566

8/23

as 'si4

DS "84

qs ‘814

VS ‘814

1/3w999
uoneinsijuod uadQ
suonenw pasgieyd

1/3w9°05

uoneInsiuod paso|)
suoneynw pasiey)

uoissaidxa oN

uoissaidxa oN

uoneinsyyuod paso|)
paddems ulewoq

1/3wg vt

UOIEJIN3IU0d Paso)
T1-adxoag’




PCT/1B2019/061309
9/23

WO 2020/136566

29 ‘814
1/8wr00L
A uoneinsyuod uado
suonienw pasieyd

g9 'S4
1/3WT°LS
uoneinsuod uadQ
OrXOXT-dd

v9 314 3
1/3ws0p
UOIIBIN313U0) Paso)
0¥XOXT-ad




PCT/1B2019/061309

WO 2020/136566

10/23

i

SIS

e

L
{eq} » {eq)
i . )

_

3

Yoy

DB

1dd x g91-¥

v

{og}

11-ad X 9491-v



WO 2020/136566 PCT/1B2019/061309
11/23

Fig. 8A




PCT/1B2019/061309

WO 2020/136566

12/23

g6 ‘314

2.£'65 %E9S
aimesadway | [198.e3 9]
Sunjow 39sup JIH
vIA
Qmw wmw

KRS o~ S——
M\W\\\M\M

e

V6 '314
2,209 %8'9€
aJnjesadway [3984e3 %]
Sunpw 19sup JIH
€TA
us 5z oY
7 x.wi\i.\mw
Ww
“ s
‘...mw
3
1
" 5
8 .
= % oA
&




PCT/1B2019/061309

WO 2020/136566

13/23

26 314

2,779 %S'06
aJnjesadwo) [1081e3 %]
Sunw jasup JIH
9TA
mmm 5%

foce }
w
TN

SO

SENE




PCT/1B2019/061309

WO 2020/136566

14/23

u

O
T

oo g 03 52 00
]
s
3
01
0z
Foe
© mild
JLUOEE ¥ SO0 m
uny
oo g2 us 52 bz
I'o
= r
N [
3 [
FoL
roc
e
Far
“ [
g [
0oz v Jopstag 8 [g
ung
oo gt i 5 o
0
o
R (
& k<]
o}
HZ
s
© Hov
]
LGS 1010130 &

€A J0T

A dot

A VOT

dl auo|3

"84

314

314



PCT/1B2019/061309

WO 2020/136566

15/23

u

O
T

oo gt X 00
ﬁé
0}
¢
g
For
LIU0SZ W 108130
uny
ol st us 5t 00
lo
Fol
W d‘
<«
0l
0z
[oe
4 Hov
LKA TR &
un
o.,e m_m a"m nw 0o
o0
m »
Ha
HIZ
HE
.M =14
1wz v 302120 =

9r 40T

sA 301

vA AOT

dl auo|3

"84

314

314



PCT/1B2019/061309
16/23

WO 2020/136566

e

oo 52 Uy . se 00
1 i
Foi
mg 6 10T 314
Foe
o
|u0gz ¥ 01180 mé“
un
o 5t L .
10
Y
5 Fou
- 8A HOT "314
g
NE.. Hob
Juugaz v jona1eg b
unw
i g1 us 52 ae
o
a [
8 .
o
e A 90T "814
e
. e
08z v 10332120 8 F

<

H 23S dl auo|3



PCT/1B2019/061309
17/23

WO 2020/136566

un

oo st os se o
Ly
>
: I
a
Loy .w
ZTA 10T "sid
e
e
w
i
uugeg ¥ Joieieg &
uw
L s q,m ge 0’0
~0
>
g
03
.
e TTA MOT "314
g
o
Jwuoaz v Jowisa g v
un
oo 51 i st oo
o
N [
2 [
% F
o
e OTA [OT "Si4
[ H
e
s o
lugez v sopaieg 2

O

IH 23S dl auo|3



WO 2020/136566

Anti-PD-1 x Anti-GITR

e

18/23

PCT/1B2019/061309

YIND/TIND
4119-huy
X €END/TIND
T-ad-huy

CIND HLID
-RUV X TIND
T-dd-uy

4119-huy
X T-dd-luy

Fig. 11A



WO 2020/136566

Anti-TNF x Anti-GITR

PCT/1B2019/061309
19/23

vIND/TIND
YLID-nuy

X €END/TND
ANL-1UY

CND YLD
-RUVY X TIND
ANL-RUY

d119-nuy
XANL-BUY

Fig. 11B



WO 2020/136566 PCT/1B2019/061309
20/23

7IND/2IND
O¥X0-huy
X €END/TIND
ANL-1uy
o
q- g
P
o
L
o
i ZIND 0PXO
w -13uy X TIAD
pd .
= ANL1-nuy
L
c
<
0¥X0-1uy
X 4NL1-uy

Fig. 11C



WO 2020/136566 PCT/1B2019/061309
21/23

VND/TIND
T1-ad-y
X END/TND
0vad-nuy

| TNDTTFad
1 MUY XTIAD
Ovad-muy

Anti-CD40 x Anti-PD-L1

T1-Qd-huy
X 0yao-nuy

Fig. 11D



WO 2020/136566

Anti-CD3 x Anti-CD123

ey

P

22/23

¥

PCT/1B2019/061309

YIND/TIND
€2Tad-huy
X EWD/TIND

€ad-nuy

C¢IND €2TdD
-IUY X TIND
€do-hAuy

€CTdo-uy
X €J0-huy

Fig. 11E



PCT/1B2019/061309

WO 2020/136566

23/23

Z1 314

[nd]auoo

s0L y0L 0L 201 (0L 50} -0} 201 D101 501

LSA ¥
9SA -
GSA @

Aessy A1101x030349

&
<0 @

o

o
Lo m

e
09§

3
08 72
L 00}



