WO 2019/219029

lac promoter

mscy-R SR .
mCDizPR -

meDaZ

mep2s 4

mCD3hinge PF_____ .o
BES-R
BES {21}
SESF
mCD8a singal P-R.

mC D8 singnal peptide
PBABE 5 primer

PpLASH 5 primer

MSCV primer

HSCV-R

Mus musculus CCL21a

P23
mCDizPR

Mus [ iptvariant §

MSCY-huSES(21)-m28Z-F2A-mIL-7-P24-mCQ21a 4 B———

PCT/CN2019/087077
Ampicillin
. pBEX3primer
W\Ampﬂ promater
MSCV-8ES (21)-mCD28z
B6ma bp
2

lacZa

“:mes pUC fwd primer
\ pBRrevBam primer

psi plus pack

gag

K 1A

lac prometer.

Ampicillin

£ EX 3 primer
\ AmpR promoter

lacZa
W13 pUC fwd primer

538 5p
Fmm———" nRRrevBam primer

psi plus pack

gag

WuBES-21-scFv MECV primer

PLXSH 5 primer
PBABE 5 primer
mCD8 singnal peptide

K 1B

1/22



WO 2019/219029 PCT/CN2019/087077

lac promoter

Ampicillin

MECVR

EX 3 primer
¢ AmpR promoter

e, lacZ a3
MSCV-huBES(21}-m267-F2A-mIL7-P2A-mCCL21b 4 f——— )
13 pUC fwad primer

€55 bp
° e re—————pBRrevBam primer

Kus musculus CCL21E

P2A
mCDIzP-R

Mus musculus IL-7 transcript variant 1

mCD3Z

mCDI8
mcD8a psi plus pack
mCD8 hinge PF gag
huSES5-2l-scFv MSCV primer

pLXSN 5 primer
PBAEE 5 primer
mCDE singnal paptide

K 1C

lac promoter

\ \

pGEX 3 primer
AmpR promoter

NfCV—huSES-ZI—mBBz ],
6686 bp f )

mCD3Z

lacZa
M13 pUC fwd primer
pBRrevBam primer

m4-1BB
mCD8a

7
BESR

8E5 (21}
e
8ES5-F
mCD8 singnal peptide
gag psi plus pack

K 1D

2/22



WO 2019/219029 PCT/CN2019/087077

lag promoter
S Hemplcilin
\
MECYR . DGEX 3 primer
 RmpR promoter

#us musoules COLET )
Y AR sz
mCOMPR | T MA3 pUC e primer
Wius musculus IL-7 anscrptvadant 1 . i;}ﬁﬁm&m primer
—
mi188
mcD&a s plus pack
mCD8 hinge PF gsg
huSESZlechy (I &ss:cv peiemer
. pLXSN 5 primer
| PBABE S primer
mCDE singnal peptide
K 1E
fae promotes
Ampieiilin
MSCVR . PGEX 3 primsr
" Rl prometer
Mus museulas COLZTE .
PoA B ez a
meDIPR TS pUC fwd primer
Mus musculus ILT transchptvariant " pBRrevBam primer
FEA
mepsz
s188
medsa st plus pack
mCDE hinge P.F ' ; : gag
HuBES-2hscPy " MSCV primer
© PLXSH 5 primer
1 :pSAQE 5 primar
mCDA singnal peptide

K 1F

3/22



PCT/CN2019/087077

WO 2019/219029

IL7

mBEL- 218

R,

[0 mBBZ-7"21A

150~

g
{rugBdiz

CCL21

uTD

&3 mBBZ

& mBBZ-7"21A
0 mBBZ-7*21B

g

T
(=}
(=}
(3]

T T
o o
[=] o
N -—

(lw/6d)Lz100

4/22



WO 2019/219029

PD-1

nBBZ

nBBZ-7*21A

mBBZ-7*21B

PCT/CN2019/087077

Q1
3.54

46.4

22
15.1

349

CAR

=yl
285

419

437

a1
2.08

36.7

Q2
577

55.4

&l

3A

mBBZ

130 %31 §§32

&

mBBZ-7+2}

uBBZ-7%2]B

BV4Z1-A

3B

5/22

103

A4



WO 2019/219029

4 mBBZ

LAG-3

mBBZ-7*21A

PCT/CN2019/087077

mBBZ-7*21B

o1
10.3

13.7% @2
) 7.34

Q4
36.1

CAR

K 3C

mBBZ

mBBZ-7%2

K 3D

6/22




WO 2019/219029

mBBZ

mBBZ-7%21A

PCT/CN2019/087077

mBBZ-7%21B

@l
a.81

Q4
782

€}
102

Q4
378

CAR

% 3E

mBBZ

APC-A

K| 3F

7/22

v



WO 2019/219029 PCT/CN2019/087077

PANCOZ
o - UTD
0 8 m287
80+ i M28Z-7*21A
£
&% 60- 6 m28Z-7+21B
C
it
20 -
I - s =
1
204 WP R N
WELH
PANCO02-A2 o UTD
& m287
& M28Z-7*21A
& M28Z-7*218B
100~
3% B0~
i go-
g
B
s
0
.23‘3..

8/22



WO 2019/219029 PCT/CN2019/087077

PANCO2
-« UTD
1007 B8 mBBZ
s 80 % mBBZ-7"21A
# god -6 mBBZ-7°21B
i
& 40-
§ 40
0
,{? ,\:f'“ ,-,;'.\
HE L
PANCO02-A2
- UTD
-8 mBB7Z
100+ 5 mBBZT21A
o 804 & mBBZ.7°21B
o 60
B
40-
H
20-
a.mmﬁmwm@m
WE

9/22



WO 2019/219029 PCT/CN2019/087077

mBBZ

mBBZ-7%21A

mBBZ-7%21B

K s
PANCO02-A2 - UTD
mBBZ
mBBZ-7T"21A

-F= mBBZ-7"21B

N O . PN

HEARBIEIEXRH

K6

10/22



WO 2019/219029 PCT/CN2019/087077

fac promoter

Ampicillin
%
MSCV-R PGEX 3 primer
Mus muscuius CCL19_ AmpR promoter

P2A

MSCV-huBES(21}-mBBZ-F2A-mIL-7-P2A-mCCLLY
mCD3zPR

i lacZa
7595 bp K
M13 pUC fwd primer

pBRrevBam primer

Mus musculus IL-7 transcript variant 1
F2A

meD3Z_ &

m41BB_
mcD8a

mCD8 hinge P-F i\psi plus pack
hu8E5-2f-scFy gag
MSCV primer
pLXSH 5 primer
pBABE 3 primer

mCD8 singnal peptide

K 7

-~ UTD

4007 = mBBZ
. -~ mMBBZ-7%19

mBBZ-7*21B

HEERGEERN X

K 8A

11/22



WO 2019/219029 PCT/CN2019/087077

g UJTD
-3 mBBZ
-& mBBZ-7*19
- mBBZ-7*21B

R ()

S L )
BEHE (R RN

&l 8B
0.4-
»
rF
?b 0.31 ®
Y
= 0.2 -l T
= . i N v
= ® Yy
0.0 , , , M
Q 4 > Q
3 & N A
& A :
& %
&‘b Q;Z’
&
K 8C

12/22

BHTT (J0N5265%)



WO 2019/219029 PCT/CN2019/087077

PANCOZ-AZ
300000 -
<
Z v
a
W
§ 2000001
=
S,
= 0000 -
o
s | F T
0 ¥ T ¥
: &
& & A
& &
‘ &
K 8D

& 8E

13/22

BHLTT (HN[55265%)



WO 2019/219029 PCT/CN2019/087077

E0771-A2
2500 i
uTD
T 200 mBBZ
£ muhL
< 15004 mBBZ- 7218
< 1000-
£ 500
(42

SRR 2 1K M

K 9A

E0771-A2

K 9B

14/22

BHLTT (LIN[EE265%)



WO 2019/219029 PCT/CN2019/087077

EO771.A2

< 000007
=
=] A v
£ 200000 7
5 200000 l, %
= v
% 100000
e

(i "ﬁs’L y r

mBBZ-T#10

K 9D

15/22

BHLTT (HN[55265%)



WO 2019/219029 PCT/CN2019/087077

Hepa1-6-A2

3000 -

LTD
;'; mBBZ
£ 20004 mBBZ. 714
~ Mk 218
=
@ 1000 4
0

It 440 M A s 19 R

K 10A
Hepal-6-A2
3* "
~ - e
w0 s
| E
s
3E Y
= 14 - A
= * »
X i
F 3
0 T ?{/‘ Y E!#!'—
& B
&Q Q}Q’ ?:M ﬁ’\
& e 1?‘
€ &
Kl 10B
16/22

BHLTT (LIN[EE265%)



WO 2019/219029 PCT/CN2019/087077

Hepal.6.A2
300000-
2 ,
f oo T
;*% &
= ¥
. 100000+
%
L3
olospe NE
ﬂg\ﬂ @% %!% f;“é
& %,.-gf é;*Si
& &
Kl 10C
D =8B mBBZ-T#21B mBBZ-7%19

K 10D

17/22

BHLTT (HN[55265%)



WO 2019/219029

AR Cmm3)

500 -

400 -

300 -

200 -

100 -

IFN-y{pg/mi)

IFN-y

5000+

4000 -

30004

2000

PCT/CN2019/087077

1000~

PANCO02-A2

¥ L
SRS

s

R A
JFk o 0 M i s P R

K 12A

18/22

BHLTT (LIN[EE265%)

-o UTD

- mBBZ

-« MBBZ-7"19
% BB 7218

&3
* AR



WO 2019/219029 PCT/CN2019/087077

PANCO02-A2

&l 12B

PANC02-A2 (i)

200000 -
=L
= A
oo 150000 -
=
o
(=1
e}
g 100000
=
%:" 50000 4
3 =
. = - '
£ & 5 a®
<« Q?Q;‘f %ﬁf\
& 53‘
& 12C

19/22

BHLTT (LIN[EE265%)



WO 2019/219029 PCT/CN2019/087077

i8] =BBL mBBZ- 74218 mBBZ~T19

anti-m

h8a antid

K 12D

spleen CDE+T cells CD44*CD6RL" Tem

e L
b e

CO8" cells (%)
&

parcantage of Tom %)
@ o

K 13A

spieen CO8+T cells Coa4"COR2L Tom
L 28
£ 15 -
2 £ 35
E =2
Z 4% E
2 2 45
% § [2}
E

& 13B

20/22



WO 2019/219029 PCT/CN2019/087077

hone marrow CD8+T cells CO44*CDB2L  Tem
§-

A »

pereentage of Tom (%)
ol

Kl 14A

bone marrow CD8+T cells CD44'CDE2L Tom

Fweaolls in sumbers (%%

& 14B

BEBL mBBI-T#11E mBBZ-T%18

PES

anti-mouse

DEC205

K 15

21/22



WO 2019/219029 PCT/CN2019/087077

CD11b"Gr-1"MDSC

10

CDAS* I ML (%)
N

St e

- ot
4, o
L & P
&
0 &
&L
K 16
22/22

BHLTT (LIN[EE265%)



