Botensilimab in resistant cancers
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d cv‘ag 2000 CT26, isotype 03; 2000 CT26, aCTLA-4 gg 20004 CT26, aCTLA-4PLE
= = =
= 1500 == 1500 — 1500
£ £ £
= 1000 = 1000 = 1000
(=] o (=]
= = =
5 500 < 500 Z 500
c CR:0/M0 = g S 740
= 0 T T 1 = 0 = 0
F 10 20 30 40 a 0 = o 1 22 30 40
E " E
g 1500 g ‘G—; 1500
S 1000 = £ 1000
[=] [=] =
= = =
5 500 5 5 500
£ £ = CR: 10/10
ERE S S 0
- 0 - F 0 10 20 30 40
“ 2000 n‘g 2000 EMTE, aCTLA-4 crg 20004 EMTE, aCTLA-4PLE
= = =
= 1500 = 1500 — 1500
£ £ £
= 1000 = 1000 = 1000
i i (=)
= = =
S 500 < 500 -
= CR: 0/10 = CR: 410 2
'E LE — T T 1 'E 0 T T 1 IE ——
0 10 20 30 40 0 20 40 60 0 20 40 60
Days post implantation Days post implantation Days post implantation
d aCTLA-4 aCTLA-4PLE € Rechallenge of complete responder mice
“E 3000 £ 3000 [ “E 1000
E E | CR37I50 E gm0 _ CT26-naive
A mice
g 2000 ;D | | E'J 500
g 5 3 0 — aCTLA-4
§ 1000 ey, g % 200 ACTLA-4PLE
o o o
5 o — E o E o
= 0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70 = 0 5 10 15 20 25 30
Days post implantation Days post implantation Days post implantation

3  Supplementary Figure S2. aCTLA-4°'E promotes superior anti-tumor immunity and T cell
4  infiltration in the tumor microenvironment versus parental aCTLA-4 in tumor-bearing
5 mouse models. (a) Individual tumor growth of Balb/C mice bearing CT26 subcutaneous tumors
6 (~50-75 mm?3; n=10 mice/group) treated once intraperitoneally with 10 ug of indicated antibodies,
7  (b) C57BL/6 mice bearing MC38 subcutaneous tumors (~120 mm?3; n=9-10 mice/group) treated

8 once intraperitoneally with 100 ug of indicated antibodies and (c) EMT6 breast orthotopic tumors
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(~100 mm3; n=10/group) treated once weekly for three weeks with 100 pg antibody. (d) Individual
tumor growth curves and number of complete responders (no measurable tumor) of Balb/C mice
bearing CT26 subcutaneous tumors (~60 mm?3; n=50 mice/group) and treated intraperitoneally
with a single dose (100 pg) of antibody, as indicated. (e) Tumor growth following rechallenge of
complete responder mice with CT26 cells (1x10°) in the contralateral flank compared with tumor

growth in CT26-naive control mice.



