
Product Name: UNC2025 hydrochloride
Cat. No.: GC37857

Chemical Properties

Cas. No. 2070015-17-5

SMILES CN1CCN(CC2=CC=C(C3=CN([C@@H]4CC[C@@H]
(O)CC4)C5=NC(NCCCC)=NC=C53)C=C2)CC1.[H]Cl

Formula C28H41ClN6O M.Wt 513.12

Solubility DMSO: 6.66 mg/mL (12.98 mM) Storage Store at -20°C

General
tips

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

Shipping
Condition

Evaluation sample solution : ship with blue ice All other available size: ship with RT , or
blue ice upon request.

Structure

Protocol

Cell experiment [1]:

Cell lines A172 cells, SF188 cells, U251 cells (glioblastoma multiforme cell lines)
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Preparation
Method

A172, SF188 and U251 cells were cultured in DMEM with 10% FBS at 37°C,
5% CO2. Cells were treated with UNC2025 hydrochloride at 50-200nM for

120h for cell count, 50-400nM for 48h on pre-formed neurospheres. After
treatment, MERTK phosphorylation was measured by immunoprecipitation-
Western, cell number by trypan blue, colony number by crystal violet,
neurosphere diameter by microscopy.

Reaction
Conditions

50-200nM; 1-120h

Applications

UNC2025 hydrochloride reduced MERTK phosphorylation at Tyr749/753/754
in A172, SF188 and U251 cells in a dose-dependent manner. UNC2025
hydrochloride reduced viable cell number, blocked colony formation
completely, accumulated cells in G2/M phase. UNC2025 hydrochloride
reduced neurosphere diameter in SF188 and U251. UNC2025 hydrochloride
increased apoptotic and dead cells, increased PARP cleavage and reduced
Survivin. UNC2025 hydrochloride increased p21 in A172, and elevated IL-6
and IL-8 secretion.

Animal experiment [2]:

Animal models
C57BL/6 mice (syngeneic, immune competent) bearing orthotopic TRP-MSCV-
luc glioblastoma allografts

Preparation
Method

Mice were injected intracranially with 1×105 TRP-MSCV-luc cells. Tumors
were established for 7 days. Mice were randomized to receive vehicle (sham
water oral gavage) or UNC2025 hydrochloride (65mg/kg) by oral gavage daily
starting day 7 until endpoint. Bioluminescence imaging was performed twice
weekly; mice surviving >62 days were censored. Tumor tissues were collected
for CD206/F4-80 dual immunohistochemistry.

Dosage form 65mg/kg; oral gavage; daily from day 7 to endpoint
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Applications

UNC2025 hydrochloride alone produced a median overall survival of 22 days.
UNC2025 hydrochloride alone produced a tumor bioluminescence doubling
time of 4.6 days. UNC2025 hydrochloride decreased the percentage of
CD206+ M2 glioma-associated macrophages in tumors.
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Background

UNC2025 hydrochloride is an orally bioavailable Mer/Flt3 dual inhibitor (IC 50=0.74nM, 0.8nM).

UNC2025 hydrochloride downregulates MERTK-dependent downstream signaling pathways including
STAT6, AKT, and ERK1/2. UNC2025 hydrochloride inhibits tumor cell proliferation and induces
apoptosis. UNC2025 hydrochloride can be used in studies related to acute leukemia, non-small cell

lung cancer, and other conditions[1-4].

In vitro, treatment of A172, SF188, and U251 glioblastoma cells with 50-200nM UNC2025
hydrochloride for 1-120 hours reduced viable cell number, inhibited colony formation, and decreased

neurosphere diameter[5]. Treatment of HMCB, G361, A101D, SK-MEL-5, SK-MEL-2, SK-MEL-119,
MeWo, MB2141, MB2204, and MB2724 melanoma cells with 50-1000nM UNC2025 hydrochloride for
2-10 days dose-dependently reduced colony formation number and increased the number of

apoptotic and dead cells[6]. Treatment of H2228, A549, Colo699, and H1299 non-small cell lung
cancer cells with 300nM UNC2025 hydrochloride for 72 hours decreased Survivin protein levels and

increased the proportion of apoptotic and dead cells[7].

In vivo, C57BL/6 mice bearing TRP-MSCV-luc glioblastoma xenografts received daily oral gavage of
65mg/kg UNC2025 hydrochloride until survival endpoint. UNC2025 hydrochloride significantly
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prolonged mouse survival[8]. NSG or NSGS mice were inoculated via tail vein with 697 B-ALL-luc
cells, NOMO-1 AML cells, or primary MERTK-positive AML patient mononuclear cells. These mice
then received daily oral gavage of 50mg/kg or 75mg/kg UNC2025 hydrochloride until survival
endpoint. UNC2025 hydrochloride dose-dependently reduced MERTK phosphorylation in bone

marrow leukemia cells, decreased tumor burden, and prolonged median survival[9]. NU(NCR)-
Foxn1nu mice bearing MKN45 cell subcutaneous xenograft tumors reaching 100mm³ received daily
oral gavage of 50mg/kg or 75mg/kg UNC2025 hydrochloride until experimental endpoint. UNC2025

hydrochloride significantly reduced tumor volume[10].
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