WO 2023/006120 PCT/CN2022/109558

1710

TAA sekv

CNKAE3E S

-\ " .
B 85 3

B ¢ D

A BSBOR i EFtalpha |

P DAP10  IDAP12ICDIT2A | NKG2D jp2A | Ant-TCR | Ad E3 ERAD
L. promater ; ‘ { et i

{ EFtaipha
g

L.promoter

DAP10 \DAP12 ICD{T2A | NKG2ZD 024 | Ant-TCR

USZERAD [IRES! ICP47 E2A | UST1

EFtalpha
L. promoter

s

DAP10 |DAP12ICD| CD3Z {T2Al NKG2D [p2A| TAAscFv

O
#
i

DAP1O |

ke [ CWV
L.promoter

- An-TCR | ADE3 ERAD | T2A

ICP47 |

EF1alpha

D s oo TAA SCFVCD28 or 4-1BB) CD3Z {T2A| DAP10 | CD3Z T2A| NKG2D |
k2 | p{gx&er VANGTCR | AJE3ERAD [T2A | ICP47 {p2AiULIE |

A2



WO 2023/006120 2/10 PCT/CN2022/109558

CDS8 CD4
KA LT o 57 3 o 536
w i us w
[ a [ [
A & A A
o o o N
g g ¢ 3
ey - Z Z4 =4
i0 2.87 2.57 0
TCR-ap-APC-Cy? TCR-ab-APC-Cy7
CNK-UT#a Yo 1 1o
~ ~ r; ';‘_.
83 & G 2
i 0 g e
9 g Q q
p | 1 3
¢ Q g 4
k 2 .
Zy = zy z .
0 2.96 ; o 105 2.3 262
CD8-FITC TCR-2b-APC-Cy7 CTOA-APC TCR-ab-APC-Cy7?
K3

A
X
L&
ULBP3
) CD4(H)
B F AT Ml o

s

e

CNK-UT#a8, 1

(3
®
o

SSC

i/

'

FSC




WO 2023/006120

A MDAMB453

ENGE-EE)

FAERET Bl

CUNKAITé

3/10

PCT/CN2022/109558

AL

MICS

fﬁ(‘k-}

D

bY3

ULBPL GLBM

CDB{H)

THP!
AHEF Gkl R

“epss . ems . e s
B 5
:sc é EES sy \: I 52t % s .05 § sao 18 ‘{‘ .
i i N §
. N bR § 8
§ vvvvvv § - § | .
i N et
TeG & MICA MICB ULBPI ULBP2 ULEP3
CD3(+) CD8(+) CDé(+)
i 48 sons

ABERT mjt

CNK-UT49 48

88C

Ch4




WO 2023/006120 410 PCT/CN2022/109558

- > e_gg
]
. N
HCC_HepG?2 .
| ik
joan §' 147 5 a7 § e Q gr o T e A _____
H K P N |
i \ \ : H 3 itt 'SSQ
§ § P § ; GPC3 CAR-T N
! N N N
- .
‘{-mﬂﬁd"\\\\‘\\"tv“—-—m-r \,,,3
» \\ i
1gG B %
8.01 2.0
o CNK-UT 8
: _w;\\%\‘\\\w‘; .77 2038 128 0
, - > GPC3 CNK-UT 15 wil e %5
MICA MICB ULBPL ULBP2 § X
N RN
, LT s
0N N o za2
b —-‘——-M“A\f é .62 0.02¢ E A
CD45 CD137 CD137
" 7
CD8(+) CD4(+)
A e o ;
ES Rt :
GPC3 CAR-T R gac« = a1 ‘z'o,m I
Co -
o § § C‘*\r
:{“ w\\\\\\%&\\\. [RIcH] 90 iz
ea BN
e § we E § s | i w7 CNK-UT §
I B . . .
N § S L@
H bl i ORI, S O
«\\%,vi 4,4\\\
GPC3 CNK-UT st 1t 3
MICA MICB ULBF1 ULBP2 § ‘
s § gl
FM
SN 2

B8



WO 2023/006120 510 PCT/CN2022/109558

T f9/8

2% 10°6
Day 0 ... Dayls
HepG2-FFlue § ’ § N ;
st LT 29 M4 #5418 GPC3 CAR-TAuj.  GPC3 ONK-UT/HAR
Day7
Davi4
<t
Day21
Day28
Day42 g1 il v g eaan o Do, ® T
Pays6
B9
A B
-e~ YRETLRRE
- ~#~ GPC3 CART
4.5%10% e XITRTH 407 - GPC3 CNK-UT
-%- GPC3 CART )
o ~» GPC3 CNK-UT \§\‘
g5  3x10°+ X
IS8
=
35
o
S a 1.5x10°
<L ¥
0 s »‘Ml S Sl S 0 T T 1
[+ 15 30 45 60 0 20 40 60
EERERE (R) ERERH (R)

& 10



WO 2023/006120 6/10 PCT/CN2022/109558

VS MDA-MB453
CD45(+) CDS(+) CDA{+)
AS R TH0R e e - |
3 NN
GPC3 CART 46,3 Q77 1246 G20

GPC3 ONK-UT

a9 058 Psse 1 s

CD3(-) CD3(+)

A B T o5 § 6.51 1148 8.5 1483 @36
= § 3
; N
] : lo.13 190 1 .24
E - . ey : g
GPC3 CART 1823 g T 1513 54
1
E N

‘\\\q > V— ° N “\“ 13‘ . R:’_
GPC3 CNK-UT itz § 7 faem e




WO 2023/006120

vs 786-0
Hmiiss (RCC) A &

7/10

PCT/CN2022/109558

ABET mi
E:T=11

NCR2 CAR/CNK-UT
ET=1:1

ohg

D8

NCR2 CAR/CNK-UT
E:T=2:1

S50~

MRpad

MG

vs ACHN
B R (RCC) sl £

REET i
ET=1:1

T8

vitpad

.08

HEID

4.2

ey

[elal]

NCR2 CAR/CNK-UT
ET=11

Hipad

s

103

73,74

GOty

AAEET Mg
ET=2:1

P pad

cps

B

NKG2D

co8

co8

Cos

NCRZ CAR/CNK-UT
E:T=2:1

Gy

(o]



PCT/CN2022/109558

8/10

2

B

WO 2023/006120

vs A-549

L L]

5 5
i1 ad & &
[ (&3 [&3 ()
@ P
b | =
L8430
i~ 4 :
5
5 8 i A
{ o « i3 i)
5
2, .
TTAN
i
&5 o oy o
fn - o
7 & 7 g
7 @k
N %
shdnp Eicons]
" 5
& &
L] (&3
v
—
L ot]
m ;
oL e i~
<
S g
¢ z
.

¥-088

[l o oy [y
M 3 i M N

e N prd
& s Bg = = Q
< % = B < &
I ¥ w e o~ ¥ "
& 2§ 22 %% B i & §
= Z W R 2 W S =0




WO 2023/006120 /10 PCT/CN2022/109558

vs U937-GFP

AML& 8 &
FAEHT mi
ET=1:1

.

NKGZO-SPC

.

CNK-UT(UL16)
ET=1:1

b

BEC-6

Comp-FITCA

&
¢

CRE3APC-CyT

CNK-UT (UL16/E3-19K)
ET=1:1

FR0-A Comp-PerlP-Oy5-5-A CO33-APC-TY7

B 17

vs PANC-1-GFP

(ZINCRIY CART {3INCR2 ONK-UT {(4INCR1/2 CNK-UT
ET=1:1 3 g

ET=2:1




oK
w
']
)
>
—
S~
[
o
>
o
4
&
=
o
&
o
—
e
S
—
T
o
-
S
Su
ai
=3
L
k
=%}
=z
<
o
12
=

3

&
kL

(1yh# T

VRS

b

a
LI N
B

fo
ERELY

ks

(2INCR1 CART

{3INCR2Z CNK-UT

{4INCR1/2 CNK-UT




