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Product Name: AMG 925

Cat. No.:

GC14974

Chemical Properties

Cas. No.
SMILES

Formula

Solubility

General
tips

Shipping
Condition

Structure

Protocol

1401033-86-0

C[C@H]1CC[C@H](N2C3=CN=CC=C3C4=CN=C(NC5=NC6=C(CN(C(CO)=0)CC8)C=
C5)N=C24)CC1

C26H29N702 M.Wt 471.55
<0.94mg/mL in DMSO Storage  Store at -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 with RT , or
blue ice upon request.
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Cell experiment [1]:

Cell lines

HL60 cells (human acute myeloid leukemia cell line)
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Tel: (909) 407-4943 Fax: (626) 353-8530 E-mail: tech@glpbio.com
Address: 10292 Central Ave. #205, Montclair, CA, USA



https://www.glpbio.com/

Good Laboratory Practice Bioscience

.z;gix. G L p B I 0 Peptides, Inhibitors, Agonists

Product Data Sheet

HL60 cells were maintained in RPMI-1640 medium supplemented with 10%
fetal bovine serum (FBS) and 1% Antibiotic-Antimycotic at 37°C, 5% COz, with
sub-culture performed when cell density reached 5x105 cells/mL to maintain
logarithmic growth. For MTT cytotoxicity assay, HL60 cells were seeded in 96-
well plates at 5x10* cells/well, and treated with AMG 925 at gradient
concentrations of 0, 6.25, 12.5, 25, 50 and 100nM for 24h; for combination
assay, AMG 925 was co-treated with HAA2020 at a ratio of HAA2020:AMG 925

Preparation Method

= 50:1 for 24h.
R ,
eaction 0-100nM; 24h
Conditions
AMG 925 showed dose-dependent cytotoxic activity against HL60 cells, with a
L 24h 1Cso of 54.4+7.7nM. The combination of AMG 925 and HAA2020 presented
Applications

antagonistic effect, with a combination index (Cl) >1 at Fa=0.9, and the
combination ICso was 3355+347.8nM.

Animal experiment [2]:

Animal models CrTac:NCR-Foxn1nu (NCR) nude mice bearing MOLM13 xenograft

NCR nude mice were intraperitoneally injected with 100pL anti-asialo GM1
antibody to deplete NK activity. The following day, 7.5 x 106 MOLM13 cells
formulated as a 1:1 mixture with Matrigel in PBS were subcutaneously

Preparation Method inoculated into the right flank. When tumors were established, mice were orally
gavaged with AMG 925 once daily for 8 days. Tumors were measured every
other day, and body weights were recorded. At the end of the study, tumors
were harvested for analysis of STATS and Rb phosphorylation.
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Dosage form 25-150mg/kg; p.o.; once daily for 8 days

AMG 925 produced dose-dependent inhibition of MOLM13 tumor growth, with
EDso of 22mg/kg corresponding to an AUC of 28uM-h. Phosphorylation of

Applications STATS5 and Rb in tumor tissues was significantly reduced compared with vehicle
treatment. Body weight loss remained within 10% throughout the study, and
AMG 925 was well tolerated.
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Background
AMG 925 is an orally active dual FLT3 and CDK4 kinase inhibitor (IC 59=1nM and 3nM). AMG 925

can be used for the study of acute myeloid leukemia (AML) and related resistance mechanismsl 141,

In vitro, AMG 925 (0—100nM) was applied to HL60 cells for 24 hours. AMG 925 significantly inhibited
cell proliferation with an 1Cgq of 54.4 + 7.7nM [51. AMG 925 (0.1nM-1pM) was applied to MOLM13,
MV4-11, and other FLT3 internal tandem duplication (ITD)-mutated AML cells for 3 days. AMG 925
inhibited cell proliferation and STAT5 phosphorylation, suppressed RB phosphorylation, and induced

apoptosis[6].

In vivo, AMG 925 (12.5-37.5mg/kg; twice daily; 6-hour interval) was orally administered to
CrTac:NCR-Foxn1nu nude mice bearing subcutaneous xenografts and to NOD/SCID IL-2Ry~/~ mice
inoculated with MOLM13-Luc via tail vein for 10 days. AMG 925 inhibited subcutaneous and systemic

xenograft growth and reduced P-STAT5 and P-RB levels in bone marrow tumor celisl’]. AMG 925
(25—150mg/kg; once daily) was orally administered to NCR nude mice bearing MOLM13
subcutaneous xenografts for 8 days. AMG 925 produced dose-dependent tumor growth inhibition
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and reduced STATS and Rb phosphorylation levels in MOLM13 tumor tissueslSl.
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