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Introduction

" Tumor Treating Fields (TTFields) are electric fields FIGURE 1. Short TTFields exposure sensitized U87-MG cells to RT. Clonogenic survival
that exert physical forces to disrupt cellular
processes critical for cancer cell viability and tumor Control
progression.’?
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" TTFields therapy is approved for treatment of newly
diagnosed and recurrent glioblastoma (GBM), TTFields ]
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" While prolonged TTFields exposure is known to
impair DNA repair mechanisms, the impact of brief
TTFields application has not been investigated.s-1°
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" Here, we investigated whether short exposure to One-way ANOVA with Tukey’s multiple comparison;
TTFields sensitizes GBM cells to radiation therapy Hours: 0 2 P<0.05 TP <001, P < 0001
(RT) by downregulating key DNA repair pathways. FIGURE 2. Short exposure of U87-MG cells to TTFields (200 kHz, 2 h) downregulated DNA damage response genes.
: Double strand break (DSB) repair : Mismatch Repair (MMR)
= viethods—————— JRY [ (VLY ATTCCY L et 1
O I L =T o 1 o | U~ ~HZI ITee ) Base Excision Repair (BER)
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harvested, re-plated, and grown for an additional
14-21 days. Colonies were stained (0.5% crystal |FIGURE 3. Short exposure to TTFields (200 kHz, 2 h) induced downregulation of DNA repair proteins across GBM cells.
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Multiple t-test; *p < 0.05, **p < 0.01, ***p < 0.001

6 TTFields (200 kHz 20 h) RT (6 G TTField FIGURE 4. Exposure to RT in mice increased DNA damage and reduced the expression of DNA repair proteins not only in tumor cells but
' ields ) ) ( Y), I€105 " 1 3ls0 in tumor-infiltrating immune cells, whereas TTFields treatment did not significantly alter DNA damage levels in either cell type.
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of GBM cells to RT. FIGURE 5. Exposure to RT in mice that were primed with TTFields resulted in increased DNA damage and a reduction in DNA repair
" |ncreased tumor DNA damage was observed, with || protein levels within tumor cells. This effect was more pronounced when TTFields treatment was continued after RT compared to when
the most pronounced effect occurring when TTFields TTFields were discontinued following RT. Immune cells showed minimal changes in response to these treatments.
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