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* Glioblastoma multiforme (GBM) is an extremely aggressive CNS cancer. * At 4- and 24-hour treatment time points, T98G cell survival was similarly
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of lower radiation doses to achieve comparable GBM cytotoxic effects. DATS (ub) DATS (uM) ° * bosely) 8 2 Gy radiation + 5uM DATS reduced cell survival ~70%.
: : : Figure 2- T98G cells were cultured in EMEM plus 10% FBS at 37°C and 5% CO, and allowed growth for 3 days. On day 4, cells were re-seeded in T25 flasks and treated ° I
* Our PrEVIOUS resea’rCh has Shown tha’t G BM Ce”S trea’ted Wlth SOdIum with different doses of DATS for 4- (2A) or 24-hour (2B) time points. For radiatiin survival studies (2C), T98G cells were seeded at a standard density in T25 flasks and Compared to no treatment’ 5u M DATS Increased the number Of VHZAX
1 T I treated with 5uM DATS for 4 hours. Cells were then irradiated with photons and allowed 20 hours incubation for cell damage and cell death to occur. Following the I - - I 1nt1 - I
SUIfIde (Nazs)’ a hydrogen SUIfIde (HZS) donor’ along Wlth PhOton or treatments, cells were media changed back into normal 10% EMEM and allowed 10 days to form colonies. Colonies were stained with crystal violet and counted. >50 cells fOCI Per Ce” by I.5 fOId’by 3 fOId Wlth 4 Gy radlat|0n, and by 4 fOId Wlth
pI‘OtOn radiatiOn, enhances CE” kllllng Wh||e Spal‘ing normal human was considered a colony. Results show average of N=3 and standard deviation. Comb|ned DATS -+ radlatlon’ an add|t|ve response.
cerebral microvascular endothelial cells (Xiao, 2019). YH2AX Immunohistochemistry Staining * Results suggest that DATS does not significantly alter non-homologous end
* We are currently exploring Diallyl Trisulfide (DATS), another H,S donor, as 3B *; joining (NHE]) activity but may decrease homologous repair (HR) activity.
a radio-sensitizing agent. 0 * Results suggest that DATS may decrease base excision repair (BER) of THF
3 lesions but increase BER of 8oxoG lesions.
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Figure 4- T98G (800,000 cells) were seeded in a T150 flasks and allowed 2 days to grow to 65-70% confluency. Cells were then pretreated with either DMF control or . .
3 T determ'ne f DATS .ncreases DNA dama a medated ceII death T98G 25uM DATS for 4 hours. 1.2 million cells were used for each transfection. Cells pretreated with control DMF were transfected with either mock carrier DNA, single color ° Perform western bIOtS on PrOteIn CO”eCted from DATS trea’ted Wlth
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. .. . Undamaged and damaged versions of reporter plasmids were developed. Damaged cocktail plasmid A (Figure |) was engineered to contain a site-specific double strand break that can be repaired via
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Damaged plasmid Damaged plasmid Wltl? rep%rter Gl Similarly, undamaged and damaged versions of reporter plasmid B were developed. Damaged cocktail plasmid B (Figure 1) was engineered containing site specific DNA lesions (THF & 8oxoG) that u g
cocktail A cocktail B plasmids can be repaired via the BER pathway in vitro. THF acts as an abasic lesion and 8oxoG is a common ROS mediated nucleotide mutation, both of which are repaired by the BER pathway. GFP .
GFP signals for HR E GFP signals for BER of THF expression positively correlates with increased repair of the THF abasic lesion. On the contrary, mOrange expression inversely correlated with repair of the oxidized nucleotide. 8oxoG is T h 1S WOY k was SuUu p p (@) I"t e d by a g ran t t O L H fl"o m N C I ( R I 5 C A 2 3 I 3 4 I -
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transfection effeciency ' BFP serves as control for Expression was normalized to BFP which served as a control for transfection efficiency. Damaged reporter plasmid fluorescence was calculated normalized to undamaged (4C & 4D).
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