Fig 1. IL-35 blockade reduces tumor burden in multiple transplantable tumor models
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Fig 2. Neutralization of IL-35 enhances anti-tumor immune memory
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Fig 3. Neutralization of IL-35 enhances anti-tumor immunity in a genetically-induced tumor
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Fig 4. Increased percentages of functionally superior IL-35-expressing Tregs in TILs
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Fig 5. Increased infiltration and activation in the TILs of IL-35-neutralized mice
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Fig 6. Enhanced cytokine production in tumor-associated tissues of IL-35-neutralized
DLN (CD8+)

animals

S
w
° %d W < @8 |0 < . o |2
(XY ) o %% % o e o o oo >
o Q
o oo °® +v <] P4
o 8% |, e Qg # L mﬁ £ £
o |- Y1 = o ode Ik I g
r T T T 1 r T T 1 . o
2@ 8988 ° 8 8 KR ° . 8 o %S M.
(,#@2%),P4NL  (,#AD%),04NL, 2l m A.%.uu_ ° B o ooo oom nwm
C - x
9 55 el 8
”_. Z [ N ]
MH'V..?.W* o wose|< [D & ¢ v og g g o g g 2o ©
* = © S S =)
EPe® WP (T oM T ] (8Ad%.AMs & & < sl19o 1 ,8a0 BL I-10%
o » o (,802 JAqUINN), AAS '
§ 1%, -
Q A 9 O AAS T
[ ] r T T T 1 r T T 1
o o o o o o o o o
(=] © < N o < N
IgG i-IL- IgG Anti-IL-35
(,¥A0%),PANL  (,¥AD%),P4NL,Z-I _ 2 - Anti-IL-35 2
0 [
- T X
< p=
z &
htve | < I (< o |< N bl
= = = o1 © o Q
°9|8% o ey (2 o¥pg | _.m < = _._m.
3 - o[~ ® 5
*oooo“'w ogw*ooo‘o o w S af|s P 3
L [l o £ | °|E
2] 7]
[} [e]
o Ay o ot |, 00 z z S
o] D D O
o L) gl
S & &6 o o & & & & o & © & o
o) © < N <t o N ~— [32] N ~— < —
(,800%)-PANLANAl  (,800%),PaNLANGl  (,800%),PANLANAI b= NP < :
- x
z x :
< bkl I oA - e
NG T | ePew (o P2 p < S
& 2 & &
& & P O o| = wl[o - 8
3 a 3 a @ o .|° Sf|e e . . .
bH__ o= bH__ £ I 2 7
Sk s §.L 17 = =
X o 5% Q 5% @ S > |g| ¢ "
( X} [ N} (X ) m M i w
8 8 ¥ &° 8 2 & © 8 R & ©° AN
(,800%)_PANL ANl (,800%),PANLANI  (,800%),04NLANAI L L.



Fig 7. Treg-specific IL-35 deletion results in loss of exhausted T cells in the tumor
microenvironment
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