w

Relative cell viability

=) -
13 =)

e
)

Counts —»

PD-L1 MFI

GEM GEM GEM
(191Csp) (27 1Cx0) (31Csp)
o — o — o — o —] o —
—— N —— N —— =
Parental T 1 month T 2 months T 3 months GEM-resistant
cells (P)  XTT for XTT for XTT for cells (GR)
18t |Cy, 2nd |Cq, 3 1Cq,
PANO2 MIA PaCa-2 BxPC-3
: - P > 103 g -P 2 1.0-: - P
] - GR 3 ] - GR e ] - GR
] © 8
] > z ]
3 ICs, ratio > 3 S 057 ICqy ratio > 14 3 0.5 ICs, ratio > 8
O O
© ©
[5) J [0 ]
i X 40] T sy * X o0 T
10 100 1 10 100 1000 1 10 100
GEM (nM) GEM (nM) GEM (nM)
PANO2 MIA PaCa-2 BxPC-3
P P GR P GR
‘.‘W\ T "\ i T l'ﬂ!
(i1 \ ;ﬁ \ J |
| ‘ 1 I \ J \-
| 0 " L f \\‘ §2) I\
\ % E \\ .\ \ § i
/RN SN /AN - , O L 4
PD-L1 - PD-L1 - PD-L1 >
[ ] Control IgG [ ] PD-L1 Ab [ ] Control IgG [_] PD-L1 Ab [ ] Control IgG [] PD-L1 Ab
PANO2 MIA PaCa-2 BxPC-3
500 - 800 - 6000 7 ———
400 N ILI —_— 600 i —_—
T [T i
300 4 = 100 = 4000
— -
200 - A A 2000 A
100 i o 200 T o
0 0 0
GR P GR P GR

Figure 1



Foxp3 CD4 CD8

Ki67

50 1
40 A
30 1
20 1

Number of cells

PANO2 GR

PANO2 P

CD8*

250 1

|

N

o

S
1

150 -
100 -

Number of cells

e |
PANO2 PANO2
P GR

Foxp3*

*%*
1

=

e |
PANO2 PANO02
P GR

200

150

100

50

Number of cells

CD4*

—

I |
PANO2 PANO2
P GR

Ki67*

*%
1

i

(|

|

PANO2 PANO02
P GR

% area

% area

PANO2 P

Gr1/DAPI

PANO2 GR

Arginase1

F4/80

CD163

25 -
20 -
15 A

5 4

|

PANO2 PANO2
P GR

F4/80*

*kk
1

=

e |

PANO2 PANO2
P GR

% area

% area

= N
o

o 01 O O»

o N A O 00 O

Arginase1*

*%

|

PANO2 PANO2
P GR

CD163*

T

|
PANO2 PANO2
P GR

CD11b*
in CD45" cells (%)

CD4

PANO2 P

PANO2 GR

153.3%

55.7%

Gr1

20

15

10

30.7%@5"
CD8 >
1.3% 1.7% 2.6%

Control
PANO2 P

CD11b*

Control
PANO2 P

PANO2 GR

PANO2 GR

CD11b* Gr1*
in CD45* cells (%)

CD4* in CD3* cells (%)

80

60

40

20

N

w

N

N

o

1

CD4*

Control
PANO2 P
PANO2 GR

CD11b* Gr1*

*k%k

1
*%

1

Control
PANO2 P
PANO2 GR

Figure 2



B
ELISA RT-PCR
800 1 100 -
j ool % g *k%k
£ 600 - Bg 8071 —
D T 0
e =2 g0 -
L 400 - Sy
3 22 40
[] | E Z
= 200 ST 20
0 - 0 A
> & ™ &
L& o2 &
S S
Xa > A8 >
Y % ¥ ¥
Control PANO2 GR CM
4 L 9T% 35.8%
- .
PANO2 GR CM PANO02 GR CM
+ Control 19G + aGM-CSF
36.3%| | | 19.0%
& # 1
CD11b >
CD11b* Gr1*
60 ] *k*k
+ g 50 1 *k%k
T o 1
O3 40 -
5. 30 -
At
Qo 20 -
£ 1
o L1 A1
PANO2 GR CM - + + +
Control IgG - - + -
aGM-CSF  — - - +

D

PANO2 GR
s.c. inoculation Harvest
ControIIgG¢ * * ¢ * * * *
aGM-CSF { { { § ¢ ¥ ¥ ¢
| —t———+
Day -28 0 7 14 21 28
Control 1IgG

aGM-CSF

CD8

Gr1/DAPI

Control IgG

aGM-CSF

9.1%

13.5%

1

©
[a)]
(@)
CD3 >
6.7% 2.3% 1
Lt

Vv 1

CD3* CD8*
in CD45* cells (%)

Number of cells

Figure 3
600 -
= —e— Control IgG
g 500 1 —=— aGM-CSF
“E’ 400 -
2 *kk
S 300 -
S
§ 200 -
cC
3 100
=
0 T T T T T T T T 1
0 4 7 11 14 18 21 25 28
Days after treatment
CD8* Gr1*
160 - . 10 1
140 A 1 8 | ok
120 A 1
100 A T 6 -
80 A ®
60 - X 47
ks
2 4
=
0 - 0 -
\\ch oé \\ch O%Q
Q' % (0) 2
& o &
CD3* CD8* CD11b* Gr1*
20 A . 20 1
— ;\3
15 A “ > 15 1
“ »n
0%
10 b, 10
=2
[a)
5 00 5 -
£
0 - 0 -
\\Q Oé \QC? O%Q
&Y N
P & ¢y &



Relative GM-CSF
mRNA expression

Relative cell viability

GM-CSF (pg/mL)

0.0

800 -

600 -

400 A

200 -

0 -

1.5

1.0

0.5

0.0

OBP-702 (MOI)

OBP-702 OBP-301
14 -
1.2 A
10 .
0.8 A
0.6 A *
04 - *
0.2 A
T T T T T 1 O-O T T T T T 1
0 1 5 10 50100 0 1 5 10 50 100
OBP-702 (MOI) OBP-301 (MOI)
—e— PANO2 P —&— PANO02 GR
PANO2 GR CM PANO02 GR CM
800 -
| — |
e -
% 600 { ————
£
L 400
Q
= i
5 200
0 -
0 10 100 0 10 100
OBP-702 (MOI) OBP-301 (MOI)
PANO2 GR PANO2 GR
7 Hkk 15 1 Fkk
*kk w c *kk
] 2810
Os
)
2 <
1 Tz 05 1
it
p 00 .
0 10 100 0 10 100

OBP-301 (MOI)

ERK1/2
p-ERK1/2
AKT
p-AKT
NF-kB

B-actin

OBP-702

Gr1

OBP-702

Counts —p

—

PANO2
P GR

-

=xd

| ——]

Figure 4

PANO2 GR OBP-301  OBP-702

C 10 100 10 100
—1 L
===

— —— - —

ERK1/2

p-ERK1/2

AKT

p-AKT

NF-kB

p53

B-actin

BMDC + PAN02 GR CM

CD11b* Gr1*
10 MOl 100 MOI & 60 ool
29.9% 271%| T o e
3 O% 40
+ O
Q 4
i)
ags 20
oo
: £ 9
> 0 10 100

OBP-702 (MOI)

BMDC + PAN02 GR CM

< PD-L1*

0 MOl 10 MO 100 MO Sio0 2

83.5% — 27.1% 19.0% ?l.)) 100 4 —r—
£ 80

— o
AO 60 -
G5 40 -
J P 20
O 0-
PD-L1 > = 0 10 100

OBP-702 (MOI)



CD8

Gr1/DAPI

PANO2 GR C Figure 5
s.c. inoculation Harvest

600 -
OBP-301 ** * —e— Control
& 500 { —=— OBP-301
OBP-702 wwv £ —a— OBP-702 1
| | | 1 1 » ~
[ T ] ] — g 400 4
Day -28 024 7 14 21 28 2 *
> 300 A *k
S
£
2 200 A
Control S
2 100 - -
OBP-301
0 T T T T T T T T T 1
OBP-702 0 2 4 7 11 14 18 21 25 28
Days after treatment
E
Control Control OBP-301 OBP-702
5 49.0%
<
O e
cD8 >
I 4.4%
[
CcD8* Gr1+ cD8* CD4+ CD11b* Gr1*
200 1 8 1 'T** < 30 4 * < 80 1 8 1 .
w * *% | — ;; T \(}; ;\B\ 1
$ 150 — 1 6 D 3 60 1 o 61
© O 20 - o T o
S 3 o & O
5 100 - 5 4 1 a] O 40 4 o, 41
£ = X 2 10 < ¥
[ c .
3 50 A 2 - &'é c £ 20 98 ;]
== D 5
O = O = O 0 = T T 1 © O = O b
N A
& Q:*?\ o & N Qf@\ o’ & o(‘\‘@\q &Q\QA& \‘°\Q X Q,«& \“’\Q beNQ,«&
Cg & g & UL g & g



Gr1/DAPI

PANO2 GR C Figure 6

s.c. inoculation Harvest 700 1
—e— Control
aPD-L1 * * * * * * * * 600 - —a— oPD-L1 _ _
OBP702 v + v v T —+— OBP-702
i —t—F——1 £ 500 { —+— aPD-L1+702 e
Day -28 o 7 14 21 28 2 =
5 400 -
g * *k%k
S 300 - =
Control E .
= ] *
aPD-L1 3 200 i i
=
OBP-702 100 1
PD-L1 + 702 DO v ¢ 0 —
¢ 2 v R . 0 4 7 11 14 18 21 25 28
L A Days after treatment
E
OBP-702 «PD-L1 + 702 Control aPD-L1 OBP-702 aPD-L1 + 702

7.3% 9.5% 12.8% 10.4%

CD8

Grl ——» CD8 ——»

cD8* Gr1+ CD11b* Gr1*
250 1~ hirk 10 ~ oxx 20 - 8-, T 1 x
I ekl ' f *kk ! < ke < **
% 200 i ] 8 i 1 *% + é 15 . \+— % 6 T T
g N B k2 52
5 150 1 o 6 O o L O
g S Hio 107 25 47
g 100 A $ X 4 A 8% 55
2 50 = 2 I % 20 54 92 21 ﬁ
J J 2 2
0 0 0 - SRR NN W . — 0 A
(,\60\ O’\:\ QQ/ ,\erl Q\SC} 0'\/ /\Qq/ /\Q‘L (\\\SC} 0'\:\ /\Qq/ /\Qq/ (‘\\SO\ Q'\:\ er/ ,\Q‘L
¢ L OQ’Q N & g o‘§ N & X N < & X K"
> N ) v (e) N
N N N &



