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SUMMARY

BACKGROUND: Temozolomide (TMZ) is the standard chemotherapy for
glioblastoma (GBM), but resistance develops in nearly all patients,
highlighting the need for sensitizing strategies. Poly (ADP)-ribose
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FIGURE 1: In vitro analysis of the biological effects of
Pamiparib in GBM cells

Department of Radiation Oncology, Mayo Clinic Rochester, MN 55905

RESULTS

FIGURE 2: Pamiparib-mediated sensitization of GBM12
primary cell cultures

FIGURE 4: Effect of Fork remodelers on Pamiparib-
mediated sensitization
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FIGURE 6: TLS activity predicts response to Pamiparib-
mediated TMZ sensitization
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subset of TMZ-resistant GBM12 sublines, which were hypersensitive to
the pamiparib/TMZ combination.

CONCLUSIONS: Pamiparib enhances TMZ efficacy in a subset of primary
GBM. While further in vivo validation is needed, TLS deficiency may be a
key determinant of pamiparib-mediated sensitization.
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treatment with TMZ (30 uM) + Pamiparib (0.1 uM) for 48 hours. Cells with >20
yH2AX foci per nucleus were scored as positive for DNA damage.
Quantification is shown as floating bar graphs with the mean indicated (n = 5—
6 view fields from two independent slides, ~200 nuclei per condition),
analyzed using a two-sample t-test. Scale bar = 50 pym.

damage response signaling from pooled tumor lysates (n = 3 per group) in
GBM12 flank xenografts (2300 mm?) treated for 5 days with: (i) placebo, (ii)
Pamiparib (3.0 mg/kg BID), (iii, v) TMZ (25 mg/kg QD), or (iv, vi) TMZ +
Pamiparib. Tumors were collected either 2 or 72 hours post-final TMZ dose. C—
E) Kaplan—Meier survival curves of mice bearing orthotopic PDX tumors:
GBM12 (C), GBM22 (D), and GBM84 (E). Mice received a placebo, Pamiparib,
and/or TMZ (days 1-5, three cycles, every 28 days). Survival was monitored and
analyzed by the log-rank test.
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Figure 5: EXO1, but not DNA2, modulates the response to TMZ * Pamiparib. A-
B) Immunoblot validation of DNA2 and EXO1 knockdown (A) in U251 cells
transfected with control or target-specific siRNA, followed by treatment with TMZ %
Pamiparib and cell growth assessment (B). C) Representative images (top) and
quantification (bottom) of RPA (green), yH2AX (red), and DAPI (blue) staining after
24-hour treatment with 30 yM TMZ £ 0.1 yM Pamiparib. D) DNA damage signaling
in U251 cells post-siRNA-transfection and indicated treatments.

replication repair pathways, rendering a subset of GBM susceptible to
Pamiparib-mediated sensitization.
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