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Screening of an antibody library for identifying hits that bind recombinant proteins
of human, mouse and/or cynomolgus monkey CD38 extracellular domain

- Cytotoxicity

Biological evaluation of candidate hits:
| - Binding to CD38-expressing cells
- CD38-driven activation of T cells

Further evaluation of candidate hits
(alone or combined with drugs
directed to other targets) in cell-
based assays using:

- (non-)human cancer cell lines;

- primary human tumors or cancer
cells (ex vivo); and/or

- immune cells

Further evaluation of candidate hits
with respect to specificity,
manufacturing, formulation, and/or
uses, e.g.

- Human CD38 epitope mapping;

- Effect on CD38 enzymatic activity;
- Antibody stability; and/or

1 - Antibody format

Functional evaluation of optimized, selected candidate hits in:

- PK/PD studies, safety studies;

- Dose-response studies in xenograft, syngeneic, or allogeneic cancer models;
- Effect on gene expression on cancer cells and/or immune cells;
Alone or in combination with drugs directed to other targets (e.g. PD-1 or PD-L1)
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FIGURE 3
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FIGURE 5
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FIGURE 5 (Cont.)

PCT/EP2018/072272

% Annexin V Positive 7-AAD Positive

% Annexin V Positive 7-AAD Positive

100+
80
60
40+

20
0

100

80

0

Daudi Direct Cell Death
(No Cross-Linking)

S 02 4 0 1 2 3 4
Antibody concentration (ng/ml) log scale

Daudi Direct Cell Death
(With Cross-Linking)

60 v /f_*

40+
20-¥

LA B B AR L AL B LR AL SRR B LR L |

S 02 41 0 1 2 3 4
Antibody concentration (ng/ml) log scale

-e- aCD38-a-309
-+ DARA
- |gG1 control

-e- aCD38-a-309
-+ DARA
-~ |gG1 control

7/15
SUBSTITUTE SHEET (RULE 26)




WO 2019/034753 FIGURE 6 PCT/EP2018/072272

A)
Cyclase Activity

= 1207
£
2 100
2 100 :
0]
=)
< 80-
= 62
172 L
g o 58
%é
S 40
k
5}
S 201
&
0
S 0

higG1 (10ug/mi) DARA (10ug/ml) aCD38-a-309

(10ug/mi)
B)
120- NADase Activity

£ 100 9 9
S 1007 ' 1
3,
2 80
5
X
8 60-
>
=
S 40
[
8
S 201
3
O
© 0

higG1 (10ug/ml) DARA (10ug/ml) aCD38-a-309

(10ug/mi)

8/15

SUBSTITUTE SHEET (RULE 26)



PCT/EP2018/072272

WO 2019/034753

(s) swi|
0005 00y 000y  00SE 000  00SZ  000Z  00S 000} 00 0
xa|ezieq
60€-e-g5dDe o
@.o
10
L 3ENOI4

9/15
SUBSTITUTE SHEET (RULE 26)



WO 2019/034753

A)

PCT/EP2018/072272

FIGURE 8
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FIGURE 9
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FIGURE 11
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Figure 13
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FIGURE 15
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