
Product Name : Fedratinib
Catalog Number : T1995
CAS Number : 936091-26-8
Molecular Formula : C27H36N6O3S
Molecular Weight : 524.68
Apprearence : Solid

Description: Fedratinib (TG101348) is an ATP-competitive inhibitor of JAK2 (IC50: 3 nM) with significantly less potent activity
against JAK3.

Storage: 2 years -80°C in solvent; 3 years -20°C powder;

Solubility

DMSO 93 mg/mL (177.3 mM)

Ethanol <1 mg/mL

Water <1 mg/mL

( < 1 mg/ml refers to the product slightly soluble or insoluble )

Receptor (IC50)

FLT3 15nM

JAK2 3nM

JAK2 (V617F) 3nM

RET 48nM

In vitro Activity
Fedratinib (TG101348) inhibited proliferation of a human erythroblast leukemia (HEL) cell line that harbors the JAK2V617F
mutation, as well as a murine pro-B cell line expressing human JAK2V617F (Ba/F3 JAK2V617F), with an IC50 value of
approximately 300 nM for either line. Exposure of these cells to TG101348 reduced STAT5 phosphorylation at concentrations
that parallel the concentrations required to inhibit cell proliferation [1]. TG101348 inhibited the proliferation of HMC-1.1
(KITV560G) cells, with somewhat lower potency than HMC-1.2 (KITD816V, KITV560G) cells, with IC50’s of 740 and 407 nM,
respectively. TG101348 did not inhibit phosphorylation of KITV560G or KITD816V within the context of the two HMC-1 clones at
concentrations up to 25 μM. TG101348 potently inhibited JAK-STAT signaling in HMC-1.2 cells, the IC50 for JAK2
phosphorylation was 150 and 600 nM; the IC50 for STAT-5 and STAT-3 phosphorylation was ~600 nM [2].

In vivo Activity
During the time course of the study, six animals died in the placebo group, and one animal in the 60 mg/kg drug group at day 18,
whereas all animals treated with 120 mg/kg of TG101348 were all alive at study endpoint. There was a 2-fold decrease in
JAK2V617F-positive CD71-single-positive early erythroid precursors in the bone marrow of animals at the 120 mg/kg dose
compared with vehicle [1]. The maximum tolerated dose was 680 mg/d, and dose-limiting toxicity was a reversible and
asymptomatic increase in the serum amylase level. Forty-three patients (73%) continued treatment beyond six cycles; the
median cumulative exposure to TG101348 was 380 days [3].

Kinase Assay
Cell-free Kinase Activity Assays: IC50 values for TG101348 are determined commercially using the InVitrogen kinase profiling
service for a 223 kinase screen that included JAK2 and JAK2V617F or Carna Biosciences for the screen of all Janus kinase
family members including JAK1 and Tyk2. ATP concentration is set to approximately the Km value for each kinase.

Cell Assay
Approximately 2 &times; 103 cells are plated into microtiter-plate wells in 100 μL RPMI-1640 growth media with indicated
concentrations of inhibitor. Following 72 hours incubation with TG101348, 50 μL of XTT dye are added to each well and
incubated for 4 hours in a CO2 incubator. The colored formazan product is measured by spectrophotometry at 450 nm with
correction at 650 nm. The concentration in which 50% of the effect (i.e., inhibition of proliferation) is observed (IC50) is
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determined using the GraphPad Prism 4.0 software. All experiments are performed in triplicate, and the results are normalized
to growth of untreated cells. Induction of apoptosis of EpoBa/F3 JAK2V617F, Ba/F3p210, HEL, and K562 cells is determined
by DNA fragmentation with DMSO and increasing concentrations of TG101348.(Only for Reference)
Cell line: EpoBa/F3 JAK2V617F, Ba/F3p210, HEL, and K562

Animal Experiment
Animal Model: C57BL/6 mice injected intravenously with whole bone marrow expressing JAK2V617F
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FOR RESEARCH PURPOSES ONLY. NOT FOR DIAGNOSTIC OR THERAPEUTIC USE.
Information for product storage and handling is indicated on the product datasheet. Targetmol products are stable for long term
under the recommended storage conditions. Our products may be shipped under different conditions as many of them are
stable in the short-term at higher or even room temperatures. We ensure that the product is shipped under conditions that will
maintain the quality of the reagents. Upon receipt of the product, please follow the storage recommendations on the product data
sheet.
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