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Product Data Sheet

Product Name: M3814 (nedisertib)

Cat. No.:

Chemical

Cas. No.
SMILES
Formula

Solubility

General
tips

Shipping

GC32718
Properties
1637542-33-6

COCl1=CC=C([C@@H]
(0)C2=CC(C3=C(C=CC(N4CCOCC4)=C5)C5=NC=N3)=C(F)C=C2CI)N=N1

C24H>21CIFN503 M.Wt  481.91
DMSO : 100 mg/mL (207.51 mM);Water : < 0.1 mg/mL Store at -
. Storage
(insoluble) 20°C

For obtaining a higher solubility , please warm the tube at 37 °C and shake it
in the ultrasonic bath for a while.Stock solution can be stored below -20°C for
several months.

Evaluation sample solution : ship with blue ice All other available size: ship

Condition with RT , or blue ice upon request.

Structure

Protocol

M3814 (nedisertib)

Cell experiment

[1]:

Cell lines

NCI-H460, NCI-H460/MX20, A549, A549/MX10, HEK293/pcDNA3.1,
HEK293/ABCG2, KB-3-1, and KB-C2 cells
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Applications

Animal experiment

[2]:

Animal models

Preparation Method

Cells were maintained in Dulbecco's minimal essential medium
(DMEM) supplemented with 10% fetal bovine serum (FBS) and 1%
penicillin/streptomycin at 37°C, 5% CO-. For reversal studies,
ABCG2-overexpressing resistant cells (NCI-H460/MX20,
A549/MX10) and transfected cells (HEK293/ABCG2) were treated
with M3814 at non-toxic concentrations (0.3-1uM) for 2 hours prior
to and during exposure to ABCG2 substrate drugs (mitoxantrone,
doxorubicin).

0.3-1uM; 2-hour pretreatment followed by co-incubation with
chemotherapeutic agents for 72 hours.

M3814 significantly reversed ABCG2-mediated multidrug
resistance (MDR) by increasing the intracellular accumulation of
substrate drugs in resistant cells. M3814 stimulated ABCG2
ATPase activity in a concentration-dependent manner

BALB/c mice with CT26 colorectal cancer subcutaneous xenografts

Mice were implanted with 1x10% CT26 cells subcutaneously in the
flank. When tumor volume reached 100mm3, mice were
randomized into treatment groups: vehicle, standard of care (SOC;
100mg/kg capecitabine with 2Gy radiation), 50mg/kg M3814 with
2Gy radiation, and SOC plus 50mg/kg M3814. Capecitabine and/or
M3814 were administered via oral gavage on radiation treatment
days. Radiation (2Gy) was delivered daily, 5 days per week for 2
weeks. Mice were sacrificed one week after treatment completion
for analysis.
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Dosage form
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Background

50mg/kg; oral gavage; administered daily on radiation days (total
10 doses over 2 weeks).

M3814 combined with SOC significantly increased the clinical
complete response rate compared to SOC alone. no significant
difference in pathological complete response was observed
between SOC plus M3814 and SOC alone. M3814 effectively
inhibited DNA-PK phosphorylation in tumors when combined with
SOC treatment.
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M3814 (nedisertib) is a novel, orally active DNA-dependent protein kinase (DNA-PK)
inhibitor. M3814 blocks the DNA damage repair pathway by inhibiting DNA-PK activity[l'

2], M3814 enhances the accumulation of DNA double-strand breaks, thereby increasing
tumor cell sensitivity to radiotherapy. M3814 is primarily used in studies related to solid

tumors and combination therapy with radiation[3-41,

In vitro, U251 glioblastoma cell lines were treated with M3814 (30-1000nM) for 24 hours,
followed by ionizing radiation. When the concentration was greater than 300nM, M3814
significantly inhibited DNA-PKcs autophosphorylation, enhanced radiation-induced cell

killing effects, and delayed the disappearance of yH2AX focil31. In non-small cell lung
cancer NCI-H460/MX20 and A549/MX10 cell lines, pretreatment with M3814 (0.3-1uM) for
2 hours, followed by incubation with anticancer drugs for 72 hours, M3814 inhibited the
ABCG2 efflux pump function, increased the intracellular accumulation of anticancer

drugs[6].

In vivo, normal FVB mice underwent hemibrain irradiation (30Gy in 5 fractions) followed
by a single oral dose of M3814 (60mg/kg) administered 10 minutes after irradiation.
Drug distribution was measured at 2 and 5 hours post-irradiation, and radiation failed to

effectively enhance the distribution of M3814 within the tumorslZ]. In a BALB/c mouse
model with subcutaneous CT26 colorectal cancer xenografts, oral administration of
M3814 (50mg/kg) combined with standard of care (SOC) (Capecitabine 100mg/kg and
2Gy irradiation; 5 times per week for 2 weeks), M3814 significantly improved the clinical
complete response rate compared to SOC alone. However, no significant difference in
pathological complete response was observed between SOC plus M3814 and SOC

alonel8],
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