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PARP1 Expression

Targeting PARP in combination with CD19-selective
delivery of DNA damage in DLBCL

Caracciolo D, et al. Exploiting MYC-induced PARPness to target genomic

instability in multiple myeloma. Haematologica. 2021 Jan 1.
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In vitro single agent activity of Loncastuximab tesirine
and Talazoparib
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DDR inhibition by Talazoparib enhances the cytotoxic
effects of Loncastuximab tesirine in DLBCL cell lines
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Talazoparib enhances Lonca-mediated
S phase cell cycle arrest

1. Cell cycle analysis with Propidium lodide
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Aggregate data analysis of cell cycle variations
after 72h of treatments in 10 representative
DLBCL cell lines.
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2. Cell cycle analysis with Propidium lodide and Brdu
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Tail Moment

DNA damage detection in DLBCL cell lines and
healthy donors-derived B and T cells
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Conclusions

1. Talazoparib significantly enhances Loncastuximab tesirine anti-proliferative
effects in DLBCL cell lines.

2. Combinational treatment induces S-phase cell cycle arrest suggesting a
mechanistic interaction between the two drugs

3. DDR inhibition by Talazoparib boosts Lonca-mediated DNA damage in
neoplastic B cells.
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Background Results

1. CORRELATION BETWEEN MYC AND PARP1 3. TALAZOPARIB ENHANCES THE CYTOTOXIC 5. AGGREGATE CELL CYCLE ANALYSIS OF

Overexpression of the MYC oncogene is a frequent feature of
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higher PARP1 levels observed in DLBCL samples characterized by DLBCL cell lines after 72h of treatment.
., b Humanized 1gG1 antibody high MYC expression. The combination of Talazoparib and Lonca produced enhanced anti-
RB4v1.2 — antiCD19 proliferative effects, with strong synergism (evaluated by combination
MYC index analysis’) observed in most cell lines. Notably, those cell lines 6. DDR INHIBITION BY TALAZOPARIB INCREASES
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Lonca showed significant cytotoxic activity in 10 of 13 cell lines in the e 5 - experiment, thus supporting that DDR
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Lonca activity.

suggesting a mechanistic interaction between the two drugs.
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