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Powder: -20°C for 3 years | In solvent: -80°C for 1 year
Actual storage temperature shall be subject to the COA.

Storage：

Molecular Weight： 443.54

Formula： C26H29N5O2

CAS No. : 670220-88-9

Crenolanib
Chemical Properties

Biological Description

Description Crenolanib (ARO 002) is an orally bioavailable type III tyrosine kinases inhibitor of
PDGFRα/β and FLT3 (IC50s: 11, 3.2, and 4 nM).

Targets(IC50) FLT,Autophagy,PDGFR

In vitro Crenolanib is a specific and potent inhibitor of RTK. The Kd of crenolanib for the wild-
type receptors PDGFRA, PDGFRB, and FLT3 was 3.2, 2.1, and 0.74 nmol/L, respectively. In
EOL-1 cell line, Crenolanib potently inhibits the kinase activity of the fusion oncogene
with IC50 values of 21 nmol/L. In addition, it potently inhibits the proliferation of EOL-1
cells (IC50: 0.2 pmol/L) [1]. Crenolanib is a substrate of ABCB1, as evidenced by
approximate five-fold resistance of ABCB1-overexpressing cells to crenolanib, reversal
of this resistance by the ABCB1-specific inhibitor PSC-833 and stimulation of ABCB1
ATPase activity by crenolanib. In contrast, crenolanib was not a substrate of ABCG2 or
ABCC1. Finally, incubation of the FLT3-ITD AML cell lines MV4-11 and MOLM-14 with
crenolanib at a pharmacologically relevant concentration of 500 nM did not induce
upregulation of ABCB1 cell surface expression [2]. Crenolanib treatment abolished
phosphorylation of FLT3 and ERK in HB119 cells, as well as in the AML-patient–derived
FLT3–ITD+ cell line Molm14. Fifty nanomolar crenolanib suppressed phosphorylation of
FLT3 in primary isolates, including in leukemic blasts from a quizartinib-resistant patient
whose disease had evolved an FLT3–ITD/D835Y mutation [3].

In vivo Crenolanib significantly inhibited the growth of tumor mass, and the strongest inhibitory
effect was observed with 20 mg/kg treatment. Crenolanib induced massive apoptosis in
tumor cells. Furthermore, the dosage of crenolanib applied was well tolerated by
recipient mice. No weight loss was observed during the course of treatment [4].
Correlative data from an ongoing clinical trial demonstrate that acute myeloid leukemia
patients can achieve sufficient levels of crenolanib to inhibit both FLT3/ITD and
resistance-conferring FLT3/D835 mutants in vivo [5].

Kinase Assay Chinese hamster ovary (CHO) cells were transiently transfected with mutated KIT or
PDGFRA cDNA constructs and treated with various concentrations of imatinib or
crenolanib as previously described. Experiments involving recombinant DNA were
carried out using biosafety level 2 conditions in accordance with published guidelines.
Protein lysates from cell lines were prepared and subjected to immunoprecipitation
using anti-KIT or anti-PDGFRA antibodies followed by sequential immunoblotting for
phospho-KIT and total KIT, or phosphotyrosine or total PDGFRA, respectively, as
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Kinase Assay previously reported. Densitometry was carried out to quantify drug effect using
Photoshop 5.1 software, with the level of phospho-KIT or phospho-PDGFRA normalized
to total protein. Densitometry and proliferation experimental results were analyzed
using Calcusyn 2.1 software to mathematically determine the IC50 values. The Wilcoxon
rank sum test was used to compare the IC50 values of imatinib and crenolanib for a
given mutation [1].

Cell Research Cells were added to 96-well plates at densities of 20,000 cells per well and incubated
with imatinib or crenolanib for 72 hours before measuring cellular proliferation using a
2,3-bis[2-methoxyl-4-nitro-5-sulfophenyl]-2H-tetrazolium-5-carboxanilide (XTT)–based
assay [1].

Animal Research A549 cells were injected into the axillary regions of mice (2×10^6 cells/mouse). When
the tumor volumes reached 70 mm^3, the mice were randomly allocated to the control
group, low-dose crenolanib group (10 mg/kg), or high-dose crenolanib group (20
mg/kg) (n=6 per group). The vehicle for crenolanib treatment consists of 10% 1-methyl-
2-pyrrolidinone and 90% polyethylene glycol 300. The tumor size and mouse body
weight were measured every other day for about 2 weeks. The tumor volume was
calculated as follows: (mm^3) = (width × width × length)/2. After treatment, the mice
were euthanized using carbon dioxide, and the tumors were harvested and analyzed
[4].

Solubility Information

Solubility DMSO: 89 mg/mL (200.66 mM),Heating is recommended.
Ethanol: 7 mg/mL (15.78 mM),Sonication is recommended.
(< 1 mg/ml refers to the product slightly soluble or insoluble)

In vivo Formulation 10% DMSO+40% PEG300+5% Tween 80+45% Saline: 2 mg/mL (4.51 mM),Sonication is
recommended.
Please add the solvents sequentially, clarifying the solution as much as possible before adding the next one.
Dissolve by heating and/or sonication if necessary. Working solution is recommended to be prepared and
used immediately. The formulation provided above is for reference purposes only. In vivo formulations may
vary and should be modified based on specific experimental conditions.

Preparing Stock Solutions

1mg 5mg 10mg

1 mM

5 mM

10 mM

50 mM

2.2546 mL 11.2729 mL 22.5459 mL

0.4509 mL 2.2546 mL 4.5092 mL

0.2255 mL 1.1273 mL 2.2546 mL

0.0451 mL 0.2255 mL 0.4509 mL

Please select the appropriate solvent to prepare the stock solution, according to the solubility of the product in
different solvents. Please use it as soon as possible.

Note: The dilution table applies only to solid products. For liquid products, please calculate the stock solution based
on the stated concentration and/or density.
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