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Figure 1

Screening of an antibody library for identifying hits that bind recombinant proteins

of human, mouse, and/or cynomolgus monkey CD38 extracellular domain
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based assays using:

- (non-)human cancer cell lines;
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- immune cells

Further evaluation of candidate
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- Human CD38 epitope mapping;
- Effect
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on CD38 enzymatic
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Functional evaluation of optimized, selected candidate hits in:
- PK/PD studies, safety studies;
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- Effect on gene expression on cancer cells and/or immune cells;
Alone or in combination with drugs directed to other targets (e.g.
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FIGURE 2
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FIGURE 3
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FIGURE 4

T cell proliferation

0.1ug/mi CD3

0.1ug/ml CD3

GM-CSF

15000+

0000+
5000+

-

(Jw/Bd) 430-N9




5/51

FIGURE 5
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FIGURE 6

CD38 Cyclase activity as % of higG1
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FIGURE 7

A)
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FIGURE 8
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FIGURE 9
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FIGURE 9 cont.
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FIGURE 10
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FIGURE 11
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FIGURE 12
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FIGURE 13
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FIGURE 14
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FIGURE 15
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FIGURE 16
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FIGURE 17
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FIGURE 18
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FIGURE 19
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FIGURE 20
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Figure 21
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FIGURE 22
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FIGURE 23
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FIGURE 23 (Cont.)
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FIGURE 24
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FIGURE 25
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Figure 27
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FIGURE 28
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Figure 30A
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Figure 30C
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Figure 30E
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FIGURE 32
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FIGURE 32 cont.
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FIGURE 32 cont.
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FIGURE 33
A)
aCD38-b-329-m6-HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFSLK
LSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-329-m6-LCDR123

RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRL
EPEDFAVYYCQQDEAVFT

B)
aCD38-b-329-m7-HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFSLK
LSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-329-m7-LCDR123

RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTISRL
EPEDFAVYYCQQDSAVFT
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FIGURE 34
Daudi Binding
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FIGURE 35
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FIGURE 36

aCD38-b-348-m1-HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFS
LKLSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-348-m1-LCDR123

RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTIS
RLEPEDFAVYYCQQEANVYT

aCD38-b-348-m2-HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFS
LKLSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-348-m2 LCDR123

RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTIS
RLEPEDFAVYYCQQDSNVYT

aCD38-b-348-m3 HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFS
LKLSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-348-m3-LCDR123

RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTIS
RLEPEDFAVYYCQQDANVYT

aCD38-b-348-m4-HCDR123

GSISSSDYYWGWIRQPPGKGLEWIGSIYYSGSTYYNPSLKSRVTISVDTSKNQFS
LKLSSVTAADTAVYYCARGQYSSGWYAYPFDM

aCD38-b-348-m4-LCDR123
RASQSVRSSYLAWYQQKPGQAPRLLIYGASSRATGIPDRFSGSGSGTDFTLTIS

RLEPEDFAVYYCQQEGNVYT
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FIGURE 37

: Daudi Binding
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FIGURE 38

Daudi ADCC 4 hours Calcein AM Release
Donor 3627
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FIGURE 39
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FIGURE 40
Degranulation (CD107a)
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FIGURE 41
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FIGURE 42
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FIGURE 43
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FIGURE 43 cont.
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FIGURE 43 cont.
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FIGURE 43 cont.
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FIGURE 43 cont.
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FIGURE 43 cont.
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FIGURE 44

Binned Data
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FIGURE 44 cont.
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