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AZD-2461 is a potent PARP inhibitor, with ICss of 5 nM, 2 nM and 200 nM for PARP1, PARP2 and

Description
PARP3, respectively.
PARP2 PARP1 PARP3
IC50 & Target
2 nM (ICs) 5nM (ICsx) | 200 nM (ICs0)

AZD-2461 is a potent PARP inhibitor, with IC50s of 5 nM, 2 nM and 200 nM for PARP1, PARP2 and
PARP3, respectively. AZD-2461 (500 nM) shows inhibitory activity against DNA single-strand break repair
In Vitro in human A459 cells. AZD-2461 cuases resistance and high P-gp expression levels in BRCA2-deficient
mouse breast cancer line KB2P3.4[1]. AZD-2461 is cytotoxic to BT-20 cells (5-50 puM), increases the
proportions of S- and G2-phase BT-20 cells (5-20 uM), and weakly affects the progression of cell cycle in
SKBr-3 cells (5-20 uM)[2].

AZD-2461 (10 mg/kg, p.o.) enhances the antitumor activity of temozolomide in a mouse colorectal
xenograft and exhibits low effect on mouse bone marrow cells. However, the increased bone marrow
In Vivo tolerability of AZD-2461 is not seen in rat models[1]. AZD-2461 (0.5% v/iw HPMC, p.o.) increases the
survival of mice bearing KB1P tumors after short-term treatment, and long-term treatment is well tolerated,

but can not lead to tumor eradication[3].

In Vitro:
DMSO : = 100 mg/mL (252.89 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1mM 2.5289 mL 12.6445 mL 25.2889 mL
Stock Solutions 5mM .5058 mL 2.5289 mL 5.0578 mL
10 mM 0.2529 mL 1.2644 mL 2.5289 mL

TR S TEA [F) VA 77 R A VA AR S P A VA RN BC U 8. — LUK, VB3R 0R1F, iR
R R B 7 i 2R A

il #% MR R AA7 75 AN IR -80°C, 6 months; -20°C, 1 month. -80°C &4, i&7E 6 ANH A, -20°C
TEAEIT, BEE 1 AN AN

In Vivo:

TR AR 1 1 SR AR B AN 45 24 7 O PRIE VA AR 7 58 . DA RV AR T R St I In Vitro J7 zURC HIl V75 1) it
B, PR U I 7

Solvent&Solubility | i geu st ity ite, itk & 00T UM AEE & 0F, B ARAE: PRAISERA0 TR, AT
FHIARC, MRAERS: DAV s 6 43 LR 1812 FUE S T 2V MR b (AR AR 5 Ll Ao e R il 72 b H
PLUTUE MTH LG, AT DA I B sl 75 1) 75 X B i

1A KT RINAEFIE . 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (6.32 mM); Clear solution

e RAERAS 2 2.5 mg/mL (6.32 mM, MIFIEER AT HIETEIR TR

PL 1 mL TAEBCNM], B 100 uL 25.0 mg/mL /173 DMSO fif##0n#] 400 uL PEG300 ', B&45%
i) iR fR RN 50 ul Tween-80, YRI5 ARSI 450 uL AEBEKEASE 1 mL.




205 F IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2 2.5 mg/mL (6.32 mM); Clear solution

M7 E W 3K45 2 2.5 mg/mL (6.32 mM, VEFIEE AN HIVEE AT

PL 1 mL ARSI, B 100 pL 25.0 mg/mL fJ#7E DMSO £ & #{in%) 900 uL 20% # SBE-B-CD ‘L

KA, IREI.

AP I IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (6.32 mM); Clear solution

W5 AR 2 2.5 mg/mL (6.32 mM, EFRIEEARA) BUETAI, o)y FEANE T 9000 A IAE A H DALY
PN

DL mL TAERCAH], B 100 pL 25.0 mg/mL [¥)#{5 DMSO fi##UnE] 900 pL TR+, REEIS .
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Cell Assay

BT-20 and SKBr-3 human primary breast cancer cell lines are used in the assay. SKBr-3 cells are
cultivated in DMEM medium with 10% FCS and BT-20 in RPMI medium under an atmosphere
containing 5% CO2. Twenty four hours after plating (at 60-70% confluence), the cells are treated
with the PARP-1 inhibitors NU1025, AZD-2461, iniparib, olaparib, and rucaparib at concentrations
ranging from 50 to 200 pM, 5 to 50 M, 5 to 50 pM, 1 to 10 uM, and 0.3 to 10 uM, respectively, for

durations indicated in figures 1-7[2].

Starting from 2 weeks after transplantation into mice, tumor size is monitored at least 3 times a
week. All treatments are started when tumors reach a size of approximately 200 mm?. Olaparib (50

mg/kg intraperitoneally) and AZD-2461 (100 mg/kg per os) are given for 28 consecutive days,

Animal Administration | unless otherwise indicated. If tumors do not shrink below 50% of the initial volume, treatment is

continued for another 28 days; otherwise, a new treatment cycle of 28 days is started when the
relapsing tumor reaches a size of 100% of the original volume. AZD-2461 is diluted in 0.5% w/v

hydroxypropyl methylcellulose in deionized water to a concentration of 10 mg/mL[3].
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