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F ! G . SA : Inhibition of 8’ ectonucleotidase by an Anti-CD73 Antibody
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F I G . 4: MEDI%9447 Inhibited Tumor Growth
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F ! G » 5 MEDI9447 Inhibited Tumor-infiltrating MDSCs
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FIG. 8

Mouse Colorectal Tumors Treated With a Combination of anti-PD-1 and MEDI8447

2500
@ |sotype Control
&> opood ™ MEDI9447 (10 mpk)
& ¥ anti-PD-1 (10 mpk)
é ¢ Combination (10+10 mpk)
O
e 1500
=
=
-~ 1000
o
=
=5
= 500
o
0 5 10 15 20

Time (Days)

SUBSTITUTE SHEET (RULE 26)



WO 2016/075099

FIG. 9

%CD73+

12/54

PCT/EP2015/076111

Day 1 Tumor CD73 Expression

100~
A
- ———
P 80 -
K]
QO 60- BEm
10
S a0
i |
% =
20-
0 Y ¥
Isotype anti-PD-1

SUBSTITUTE SHEET (RULE 26)



WO 2016/075099 PCT/EP2015/076111

13/54

FIG. 10

Day 1 MDSC CD73 Expression
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FIG. 11

Day 3 CD4+ FoxP3+ CD73 Expression
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FIG. 12

Mouse Melanoma Tumors Treated With a Combination of anti-PD-L1 and MEDI8447
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FIG. 13

Mouse Lymphoma Treated With a Combination of anti-PD-L1 and MEDI9447
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FIG. 14
Day 1 Lymph Node B Cells
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FIG. 15

Day 3 Tumor CD4+ FoxP3+ Cells
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FIG. 16A

CD73 Expression on CD4+ FoxP3+Tregs in CT26 Tumor
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FIG. 16B
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FIG. 17A

CD73 Enzymatic Activity on CT26 Tumor Cells.
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FIG. 18

Cytokine Secretion (fold control)
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FIG. 19B
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FIG. 20C
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FIG. 21A
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FIG. 22
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FIG. 22 continued
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FIG. 22 continued
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FIG. 22 continued
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FIG. 22 continued
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FIG. 23

CD73 Construct KO Swap/Mutation Position| KD (M) ka (1/Ms) kd {1/s})
Wild Type human CD73  \WT huCD73 4.20E-12 4.63E+08 1.94E-05
KO_Nterm+Cterm KO_1-291+311-523 No Binding
KO _Nterm KO_1-291 MNo Binding
KO_Linker KO_292-310 4.14E-12 5.57E+06 2.31E-05
KO_Cterm KO_311-523 1.70E-12 4.75E+08 8.10E-06
HDX_E1 KO_132-143 9.90E-12 2.15E+06 2.12E-05
HDX_EZ2 KO_182-187° 2.83E-09 5.73E+06 1.62E-02
HDX E1+E2 KO _132-143+182-187* 4 43E-08 4 768E+06 2 11E-02
V144K V144K 8. 14E-11 1.13E+06 9.18E-05
K180A K180A 4.35E-11  3.45E+06  1.54E-04
N185G N185G~ 2.69E-11 9.11E+06 2.45E-04
VI144K+K180A V144K+K180A 2.68E-09  1.58E+06 4.25E-03
V4144K+N185G V144K+N185G No Binding
K180A+N185G K180A+N185C No Binding

*Kinetics values derived from 2:1 fit (see Methods)
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FIG. 24C
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FIG. 24F

FIG. 24E
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FIG. 27A
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FIG. 28A
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FIG. 30A
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FIG. 30B
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FIG. 32
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