PCT/1B2020/057175

WO 2021/019475

1/37

DP4

L112w/v114v/

Wild-type V141M/M158!

None

00

FIG. 1E

&
6O -
A0
20

o 0?

FIG. 1D

—» aHLAclass Il

00

Q0

80 4
60
30 4
2

107

1w0¥

— sCD4

—
|
=
'l
< < < <
[=] (=} [=] o
- - - -
X X P X
< (3] N -

I4IAl ADS

ISSTIN/WTFTA/WPTTA
IBST/INTYTA/MTIT]
18STI/WFTTA/MZTT
WIVTA/WYTIA/MZTT]
IBSTIN/NTYTA
ISST/WYTTA
WTVTIA/WPTIA
IBSTIN/MZTTT
WIVIA/MZIT]
WYTTA/MZTT]

IBSTN

NTPTA

APTTA

MCTTT

ISSTIN/INTHTA
JWFTIA/MZTT]

adA1-p|Im

3UON



WO 2021/019475 PCT/1B2020/057175

2/37

FIG. 11
FIG. 1H
1507 -@- DP4-CD4- clone 9
{384 - - DP4L112WN141M_CD4-

= i % clone 9
\E;(M' - o ; 1004 4 DP4-CD4* clone 9
55 f.s” £ 'E‘ DP4L112WNVI4IM_C D4+
& > =
3 ] clone 9
Qpod Kp=89mMz=1.1 T
Gy o @
© ;‘J R2=0.9994 n 50+

£ o

0.0 : . .=
4] 10 20 3 R
concentration {uhd) o
10% 10* 10 102 10" 10° 10" 102
— Concentrations of WT1 ;55 545 peptide (pg/mL)
DP2 DP5 DP8
None Wild-type L112W/V141M Wild-type L112W/V141M Wild-type L112WN141M

T aHLA dlass i

FIG.1J FIG.1K FIG.1L FIG.1M FIG.IN FIG.10 FIG. 1P
DP2 DP5 DP8
None Wildtype  L112W\V141M Wildtype  L112WA141IM  Wildtype  L112WA141M

A %

gy
FIG.1Q FIG.1R FIG.1S FIG.1T FIG.1U FIG.1V FIG.1W



WO 2021/019475

PCT/1B2020/057175

3/37

el
_____________________________________________ A

FIG. 1AA
BRAFDD

FIG. 1Z

FIG. 1Y

FIG. 1X

oy

oX i
i &
i &N
B Y
% RIS
B R
H N




PCT/1B2020/057175

4/37

WO 2021/019475

A v A B

i

Hii B it i% . ’BE Y OBE , ¢ B3

; e YT VT Vi iy HVE
GBI L1556 L JOIRIEG SOUNZE ) sOII1Y SOIXEE L SOVXELC DRI LOINIEG SAXEE L DODULG  AXIE L




sEp4 MFI

WO 2021/019475 PCT/IB2020/057175
5137
FIG. 1BI FIG. 1BJ
= -~ DPd
10% . DAL TRt
,,;” None 06 — 26 HM
104. : \\\\\\ e % g ~ 13 MM
¢ E« 0_4' ........ 6’5 ;”{M
S 2
103+ \\ <— DpgLrwiam § ~ 3.25 uM
] 0.2 -~ 1625 uM
9 9 0o T § ’ ~ 0.8125 pM
104 10° 102 10" 10° 10" 102 0.0 w«ﬁmmﬁk s
sCD4 concentration (M) 0 200 400 600
time (sec)
FIG. 1BK
.6+
ag e &w\“wwmwww&
g {}“‘&i« f‘@w
33 \«*“\\w ,,,,,,
g j S
% {:}.R“ 2 {?)*?E
S«} : OH l‘x\ﬁ;&?\* &.5uM
e - 3 S 1R
N = itﬁ%g?ﬁ
0.0 ; W{} #1350

200 400

600

fime {880}



PCT/1B2020/057175

WO 2021/019475

6/37

FIG. 2B

FIG. 2A

FIG. 2D

2C

FIG.

DP4L112WN141M

-type DP4

Wild




PCT/1B2020/057175

WO 2021/019475
7137
Transduced
TCR Control MAGE-A3,,; :s WT1506 206 NY-ESO-1,, 170
w FIG. 3A }{ FIG. 3B FIG. 3C FIG. 3D
None . 0.6 . 0.1 0.3 0.2

R12C9

Clone 9

5B8

DP4L112W/V141M dimer



WO 2021/019475

Transduced
TCR

None

R12C9

Transduced
TCR

None

Clone 9
-ANGFR

8/37

Control

PCT/1B2020/057175

MAGE-A3,,3.253

FIG. 4A
0.0

i3

FIG. 4B
0.0

W0y FIG. 4E FIG. 4F
0.0 0.0
1% o 1
wd A
197 4 ¥
& o t
FIG. 4G FIG. 4H

485
107 3

—_ DP4LM2WN141M dimer

_» DP4L112WNV141IM dimer



WO 2021/019475 PCT/1B2020/057175

9/37

?m“?g?w FIG. 5A FIG.5B| ™ \FIG. 5E FIG. 5F

oo
i
<

2

%
%

None

. %

*{ | FIG.5G
2L 04

FIG. 5C FIG.5D

0.0
Clone &

%

w %

———p DP4 tetramer
P L

B e ¥t = s ™ RS s aF Y

e DA

CLIP Y ESO AEFATS Contrad NY-ERO.1 547

Transduced. FIG. 51 FIG.5] ™} FIG.5M | FIG. 5N
TCR .. 0.0 1203 I 05 1.28

W

None

o

“{ IFIG.5K } FIG.5L = FIG. 50 FIG. 5P

3~

R

588

m««««m’» mf}ah’ﬂ ZETEAA Cﬁm o1

. DP4 tetramer




WO 2021/019475 PCT/1B2020/057175

10/37
FIG. 6A FIG. 6B
DP.4L112W1V141M diomer+ DP4L112W/V141M dimert
in CD4* cells (%) in CD4* cells (%) [0
o o o —~ =) o o N & ~ = o
P 2§ 2 9 P ¢ P ¢ o @
t i
DKK1195-214@ o
MUCSAC 922 4041 XA O
CT83, M1 0O O -
, MMP2475 co, 48 oD
TRPC1371.300 -
AN -\\'\..W
. MAGE-A2,05.1, B30 [ o
479493 IO O
]
ol
T o CELgnssip@d D O
I“
CD454036-105 EXOSC5,15, 8] O
]
- B
TYMS122-141 BIRC7,130 155 D
e
]
CD451012-1031 i
HSD17B12,,5 50 450 >
MGATS, 5.1 ©O L\\ >0 o
‘ MAGE-A2411_130 [} DO O o oo
PXDN1556.124 E>O 1 B =
o
STEAP 6.5, o e ©
: \\
: 0 0
1
SLC45A3,., [ <D BAGET,[RDD> O 8 8 8
| :
WDR45273-292 > O o s
3 PRDM1 50 675 0Bl [ s
OO0 O g T =
PGK1335.354 AW~ § i <
i 3 LGSN yg5.51 SR O D
MAGE-B2,44.953f o Z L 5
R pd i
0 ¢ d 3 ARF4,, o, K> O =
cNoNe!
o o :

#
CCND1 515448800

S

i
MPOgss.c7:jlD O
1

I
;
3

UEIpS|\

"ON Jouo(



WO 2021/019475 PCT/1B2020/057175
11/37

FIG. 6C FIG. 6D

DP4L112WN14M dimer* in CD4* DP4L112WN14M dimer* in CD4*
cells (%) cells (%)

F0'0L

(=] 3
1 1

L
F0'0)
=Gl

-0’0
ST

o
=
I

-G'Cl

G

CSAGZ,, ;oD MAGE-A10, 35 1, JEB

600c 0V
90 ¢ €00
goa LOO

"ON JouoQ
Qo
60o ¥0 Vv

90 ¢ €0 O
¢oa lOO
"ON JouoQq

uelipapn Z
uelps| #

KIF2C 56 4058




WO 2021/019475

FI1G. 6E
DPA4L112WN141M dimert in CD4*
cells (%)

o
o
I

00}

GC
G L

K43

60c 0V

90 ¢ €00

¢oa 10O
"ON Jouo(

uelpsin ,7//4

VENTXP1,,.,
MAGE-A9, ;5 10,
STEAP .05 415

TCL1, 55

ANKRD30A 5, ;- 88
CSF’G4‘I 741-1760

MUC161 1988-12007¢™
TERT558-57
STEAP1,4 o
RhoC,g.4

PCT/1B2020/057175

12/37 FIG. 6F
DP4L112WNT#IM dimer* in CD4*
cells (%) N N
o N o ~ S N
o (¢, o (¢, ] o (8]
L : [l 1 L L [
LGSN
287-308 >0 O
CALCA,, p—
GAGE3 o=
ALDH1AT 43 16 0 ¢ 3
OO0 O 9
KLK4 165124 ©o© oo, 2
MUC16,4355.10342 °
SCRN1,57 76 <& e
AM2;45.5, o %
SOX4413.43 %
CSPG4,03-2024 S

CYP1B 55501
TPBGZM -26f
MAGE-A4.70 560
MAGE-AB,45.561
RPS2250-269




WO 2021/019475

PCT/1B2020/057175

13/37
FIG. 7A FIG. 7B FIG. 7C
Control 05-LGSN,g6.315 03-MAGE-A24g.157
or DU o L T
—» CD4
FIG. 7D FIG. 7E FIG. 7F
Control 09-HSD17B12,,5 544

05-HSD17B12, 5 544

1.0

14

—_—

DP4L112WNV14IM dimer

DP4L112WNV141M dimer



WO 2021/019475 PCT/1B2020/057175

14/37
FIG. 7G EIG.7H
Control
R 2
- E
©
=
:
| 5
A o
- - (m]
—> CD4
FIG. 71 G, 7)
Control 03-CCND1,14.538
)
. | i £
: 1
=
S
:
et T :QI-
: : H o w -
— CD4
FIG. 7K FIG. 71,
control 05-MUC5AC g5 4941
3.1 g
=
‘ | ‘ , 4 D—
S0 o e o & *F o



WO 2021/019475

15/37

Control

PCT/1B2020/057175

COND 121023

Transduced
TOR

=iFIG. 1
i 8A

<
L3

iFIG
| 8B

Clona 8

o
%
YOMPPE iy

03-CONDY 2100

¥
¥

sl {3

Transduced
TCR

Clone B

Db A IR iy

FIG

05-HSDATB1 2,0 200
09-HSD1781250m 06

N

pe
" WA

Transduced

TCR
Clone §

“{FIG.

OE-LG SN s




WO 2021/019475

?m'm@zzﬁm

Transduced
TOR

Gondra

16/37

MAGE-Adsase

PCT/1B2020/057175

oy

ontral MUCEAC conanss
FIG! Q8iFIGE 8

8W

Wb, {:} PRGL 21 b a;rg g




WO 2021/019475 PCT/1B2020/057175

17/37

FIG. 9B FIG. 9C

£ Cione 8

10w RS M OSHIDIER R e

B G0

40 Ehs

LR

3
Pa
FE3YE

FIG. 9E FIG. 9F

{:} Chre B i T Glane 8
O GEAE ey M OSMAGEA T ney
T

EUCE R 150y

I ey

B0 Sl
e {
* SR GLe MARE-&2 00wy LR MAGEAZ gty

CuR HREEN L N

FIG. 9G

. 15y o
e ' ‘}}"f AUCHASD Seanp A

%

Q.
=
L
IR T
N
)

B

CLP MUCBAD weasets



WO 2021/019475

Transduced
TCR

None

18/37

Control

PCT/1B2020/057175

COND 1w

Q.2

R B

gpa&'l‘l?@ﬁ”i‘”% dimar




WO 2021/019475

Transduced
TCR

None

03-MAGE-A24q0.007

08-MAGE-AZ 0420

19/37

PCT/1B2020/057175

T
H10H
i1

{FIG. 10J..
&3

ptls

Lo

o DYPALVPRAAA diyer




WO 2021/019475 PCT/1B2020/057175
20/37

Lontrol MUCSAC sooz.g001

Transduced “\FIG.10K  (FIG.10L

TCR

None

1 FIG. 10M | FIG. 10N

01 | 264

$&-MUC 5&&@333@3@

DR ALV dimer

e (024



WO 2021/019475 PCT/1B2020/057175
21/37

FIG. 100 3 None
A0~ TR O3-COND 1000

R

&s

M0

pree
Q
L.
B
3 X
=
p

- G ool
Nase  GLIP CONDYgowm

QRMAGE-AZ
Y R O5-MABE-A2 qoawy

0 IR

Noms CLIP MAGE-AZyeor
{3 None
FIG. 10 _ .
MR O8-MUCEAT sos s
3

&

.,,
;
,,{m H

o
e

¢

par 4100 cels

Mumber of Fhey

P,
SR
G

Nong  GLIF MUCSACian.

4/
/;a



WO 2021/019475

N 21
Ty G

it

FIG. 11A

KD,
TR Da

25KDa <

oo

{,

oot GO

SKDa
%“"i@r}i _

sakDa ¢

ut S-acin

FIG. 11C

Nul 94

et
Mg

W OS-RUCHRAG

S

2 AL

e 1 30
B

SR

R0

PO W

R t§§

2

Fa

22/37

PCT/1B2020/057175

FIG. 11B

50KDa
3TRDa
I5KDa

N

D—

3TN i

25KDa "

wa MAGE-AR

FIG. 11D

{7} Noas

LR

[

T

' ﬁ@*?ﬁﬁﬁg“@@ %Y

_

Nl DPg

FIG. 11D

EERN

Gl

Hul

R Nyl DPs

e



WO 2021/019475 PCT/1B2020/057175
23/37

FIG. 12A

K562
SK-MEL-21
SK-MEL-28
SK-MEL-37
Me275

50kDa
ST e

. 8 MAGE-AZ

28k0a /

ATKD g —

FIG. 12B FIG. 12C FIG. 12D FIG. 12E

SIAMEL-21 SK-MEL-37 SK-MEL-28 MaZ?8
{DEE MAGE-A2Y  (DP MAGE-AZY (DR MAGE-A27) {DP4 MAGE-AZ

bl R WL

. 0 K A0
i
TN

w

baamber of L2




PCT/1B2020/057175

WO 2021/019475

24/37

Il SSBD YVIH® 4——

Y s

/
! § s
/ M,
i f
|
it Yy %
¥da ¥ % vda i %
¥ ¥ l : i
I8STIN I8STIA NTYLA I8STIN I8STIA NTHTA
/WTYTA /WTPTA JINYTTA /WYTTA JNTYIA /WPTTA /WPTTA /MTTTT
/WPTTA /MTIT IMZIT /MZTT]

O€I DI d€I'DId OSI™DId  NEI DI WEI DI T€L DI MEI DI €1 DId

Il SSEP VIH?® <4——

") ./w n\. *
L
_ J %
|
. .
oot .
y
MZIT] IBSTIN/INTFTA adA1-pjim BUON

WTYTA/MTITT  AYTTA/MTTTI I8STIN NTVTA AYTTA JNPTTA/MZTTT

IST DI HEI'OMM OD€I'DId A€I™DId F€I™DId dcr DOId D€I 'OId d4€1 Ol V€I Ol




PCT/1B2020/057175

25/37

FIG. 14B

FIG. 14A

Jslue

(3d)
AX8p yciC

WO 2021/019475

=)
-+
o
@)
—(
25
@)
<
o
@)
o




WO 2021/019475 PCT/1B2020/057175
26/37

FIG. 15A FIG. 15B

CLIP NY-ESO-14

E:}%Z'?,éi,% TIPSR iy or

(e

FIG. 15C FIG. 15D

D4 tetramer

Y

s
n
N
N

i

e G034 (APC-Cy T

FIG. 15E FIG. 15SF

4 dextramer

g




Donor
No.

03

04

05

06

09

103
102

103

103

102

105,

10*
10°
10?

WO 2021/019475 PCT/1IB2020/057175
27137
HSV-2- Flu- RSV-
CLIP TTas5.068 UL21253.302 HA s527.546 GPig2.175
Oevts § ADXL 0 evts 8 evts 0 evts § 25 evts
% 68024 - 68099 73637 74119 i 71402
evts 1% evts evts {4 evts evts
FIG. ... :
1 evts 16G 11 evts 16L 6 evts 0 evts 10 evts
i 119870 1123588 1121508 1 122665
¥ evts evts 4= Pl oevts ¥ evts
FIG.
16H ~ ;
1 evts levs it — Oewts | — 1 evts
53379 50822 49894 53743 50227
evts evts euts ; evts evts
I (O : FIG.
104; 16D 1evts 12 evts 1 evts tevts i 16X 37 ets
56509 i 159256 4159441 | 156667 160045
evts evts ewts 3 evts . evts
1 evts 4 evts
64371 - 80783
evts evts

Cy7)

0102 103 10* 105 0102 10° 10* 105 0102 10° 10* 105 0102 103 10* 10
—» CD4 (APC-

0102 10 10* 10°

—_— DP4L112WN141M dimer (PE)



PCT/1B2020/057175

WO 2021/019475

28/37

CLIP

RSV—GP162-175

105 |

104
103
102

FIG. 17A

FIG. 17B

FIG. 17C

FIG. 17D

FIG. 17E

FIG. 17F

FIG. 17H

FIG. 171

FIG. 17J

FIG. 17K

0102 103 10* 105 0102 103

el 04 (AP C-CYT

104 105 0102 103

104 105

0102 103

104 105 0102 10°

104 105 0102 103 10* 10°



PCT/1B2020/057175

WO 2021/019475

29/37

CLIP

RS‘7'(;1)162-175

FIG. 17™M FIG. 17N FIG. 170

105
104
109
102

2

o
3

047 A 93

FIG. 17P FIG. 170
it A4

10
104
10°

102
0

FIG. 17R

%

99.0

i (034 AP0y T

0102 103 10* 105 0102 10° 10*105 0102 103 10105 0102 10° 10* 105 0102 103 10* 105



PCT/1B2020/057175

WO 2021/019475

30/37

o 4 ] * #

G2 w.;wmwﬁ.m mws\wwm » m
diTo o

{3

gha

L / syods z-7]

{3y

$1189 ,0

315

MLT DI



PCT/1B2020/057175

WO 2021/019475

31/37

CLIP

TT948-968

FIG. 18A FIG. 18B FIG. 18C FIG. 18D FIG. 18E
c2 c4 c6 c9 c29
10
10 04
109
102
0 -
FIG. 18F
.
104 ¢ mwv
10° -
0

0107 10° 104105 0102 10° 104105 0102 10° 104105 0102 105 104105 010% 10° 10* 105
i (034 AP0y T

.
B
i




PCT/1B2020/057175

WO 2021/019475

32/37

CLIP

TT948-968

FIG. 18K

105"
104
ﬂcw ;
102

FIG. 18L
c32

FIG. 18M

cll

FIG. 18N

FIG. 180

FIG. 18P

105
104
ﬂ@m J

102
c 4

0102 105 10* 105 0102 10° 10* 105 0102

i (034 AP0y T

10° 104105 0102

10° 1

04 10°

&



PCT/1B2020/057175

WO 2021/019475

33/37

weviy |
0 ]

&

=08

o0y

(05

(04

(K2

S8I “OIA



WO 2021/019475 PCT/1B2020/057175
34/37

ROV-GP dimer _
single-oelf clong o — ;

012

&y

3%

"

i

N

o »"}?}

£
el

AL PPN 4

. FIG. '
. IoH 119P
s ad g B N R e

oo S0 {APOTY s

- FIG.
- 19G

ud W W

v
R B

B

CO4 {(APC-OyT)



WO 2021/019475

35/37

Y

o

g ¥ &
R e N
[ WY W

W

PCT/1B2020/057175

NN,
g

£
3

. s
W
&

N ;:
RO



WO 2021/019475

ol

FIG.
19AA

a0

- FIG.
& 19CC

grner

Z

0.0

FIG.
19EE

4 el

7
e

%

& o

Ry

- T

PCT/1B2020/057175



WO 2021/019475 PCT/1B2020/057175
37/37

c4

¥ fg
@
0

)s.g. ;
s
&

e DA (APC-CyT)



