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BIOLOGICAL ACTIVITY

Description DNA-PK-IN-13 (Compound SK10) is a DNA-PK inhibitor that exhibits potent inhibitory activity (IC59= 0.11 nM). DNA-PK-IN-13
regulates tumor cell proliferation by decreasing the expression level of yH2A.X and enhancing the sensitivity of tumor cells to
chemotherapeutic agents. DNA-PK-IN-13 is suitable for oncology studies(].

In Vitro DNA-PK-IN-13 displays the best antiproliferative activities with IC5q values of 0.6 uM against Jurkat T-cell[2],
DNA-PK-IN-13 (0.1-40 pM; 10 min) concentration-dependently decreases the expression level of yH2A.X in Jurkat cells and
HepG2 cells!l].
DNA-PK-IN-13 (1 pM; 24 hours) in combination with doxorubicin (HY-15142A) (0.1 puM) results in a significant decrease in the
proportion of S-phase and an increase in the proportion of G2/M-phase in the Jurkat cell[],
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Western Blot Analysis(!!

Cell Line: HepG2 cells, Jurkat cells

Concentration: 0.1;0.5; 5; 10; 20; 40uM

Incubation Time: 10min

Result: Concentration-dependently decreased the expression level of yH2A.X in Jurkat cells and

HepG2 cells. DNA-PK-IN-13 can affect the production of yH2A.X and thus inhibit DNA
damage repair.

Cell Cycle Analysis(?!

Cell Line: Jurkat cells

Concentration: 1uM; Dox 0.1uM

Incubation Time: 24h

Result: DNA-PK-IN-13 alone did not demonstrate statistically significant differences in the cell

cycle. However, when combined with doxorubicin, DNA-PK-IN-13 influenced the cell cycle,
contributing to cell death.

In Vivo DNA-PK-IN-13 has good oral bioavailability (F = 31.8%)[1].
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Pharmacokinetic Analysis in DNA-PK-IN-13(]

Dose AUCo+ AUCp-wo Cmax
Route typth) T (h) Cl(L/h/kg) V,(L/kg) Co(ug/L) F (%)
(mg/kg) (ug/Lh) (ugith) Y max : (ug/L)
. 604.4 + 605.4 + 1003.9 +
V. 2 1.0+0.4 0.083 3.3+0.3 47%19 NA /
61.6 61.9 201.8
9495 + 962.3 + 324.1+
p.o. 10 20+06 14+11 126+7.438.8+30.2 NA 31.8
405.2 412.1 149.0

DNA-PK-IN-13 (i.p.; 10 mg/kg; single dose) has tumor suppressor activity in CT26 colon cancer mice.Co-administration with
doxorubicin (2.5 mg/kg) is effective and safelll.

DNA-PK-IN-13 (i.p.; 10 mg/kg; 13 consecutive days) in combination with PD-1/PD-L1 inhibitors inhibits tumor growth more
significantly].

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal Model: CT26 colon cancer mouse [11

Dosage: 10 mg/kg single dose

Administration: i.p

Result: Single-agent treatment reduced tumor weight by 30.8% and tumor volume by 32.1%.

Co-administration with doxorubicin (2.5 mg/kg) produced more significant tumor
inhibitory activity, with a TGl of 50.2%. No significant weight loss or deaths were observed.
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Caution: Product has not been fully validated for medical applications. For research use only.
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