g

Peptides, Inhibitors, Agonists

GLPBIO

Good Laboratory Practice Bioscience

Product Data Sheet

Product Name:

Cat. No.:

ABT-263 (Navitoclax)
GC12405

Chemical Properties

Cas. No.

Chemical
Name

SMILES

Formula

Solubility

General
tips

Shipping
Condition

Structure

Protocol

923564-51-6

(R)-4-(4-((4'-chloro-4,4-dimethyl-3,4,5,6-tetrahydro-[1,1'-biphenyl]-2-yl)methyl)piperazin-
1-yI)-N-((4-((4-morpholino-1-(phenylthio)butan-2-yl)amino)-3-((trifluoromethyl)sulfonyl)p
henyl)sulfonyl)benzamide

CC(CC1)(C)CC(CN2CCN(C3=CC=C(C(NS(C4=CC=C(N[C@@H](CSC5=CC=CC=C5)
CCNBCCOCCH)C(S(C(F)(F)F)(=0)=0)=C4)(=0)=0)=0)C=C3)CC2)=C1C7=CC=C(CI)C
—C7

C47H55CIF3N506S3 M. Wt 974.61

> 48.7305mg/mL in DMSO Storage Desiccate 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.

c

) o
O °¢\S\\/®\///°

S

° p% N\,
F

F

Kinase experiment [1]:

Caution: Product has not been fully validated for medical applications. For research use only.
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Kj or ICgq values of ABT-263 (Navitoclax) on different subtypes of the Bcl-2

family were determined by competitive fluorescence polarization assay using
the following peptide probe pairs or protein pairs :f-bad (1 nM) and Bcl-xL (6
nM), f-Bax (1 nM) and Bcl-2 (10 nM),f-Bax (1 nM) and Bcl-w (40 nM), f-Noxa (2

Preparation Method nM) and Mcl-1 (40 nM),and f-Bax (1 nM) and Bcl-2-A1 (15 nM) were used to
determine the binding tightness of ABT-263 and Bcl-xL by time-resolved
fluorescence resonance energy transfer method. Bcl-xL with His label was used
for 1 nM and 200 nM f-Bak and 1 nMTb-labeled His antibodies were mixed and
then treated at room temperature for 30 minutes.

o ABT-263 (Navitoclax) is a inhibitor of Bcl-xL, Bcl-2 and Bcl-w, with Ki i..5 nM,
Applications _
il nM and [l nM respectively.

Cell experiment [2]:

Cell lines HelLa, U20S, OVCAR-5, and A549 cell

In four cancer cell lines, nvitokera (ABT-263) was treated with 1 pmol/L alone or
in combination with other agents. Individual cells were monitored by phase-
contrast and fluorescence time-lapse microscopy, and time from mitotic entry to
morphologic death was measured and plotted as cumulative survival curves.

Preparation Method

Reaction
1pM ;60 hours
Conditions H
Applications Navitoclax accelerates apoptosis mainly by inhibiting Bcl-xL.

Animal experiment [3]:

Caution: Product has not been fully validated for medical applications. For research use only.
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H345 transplanted tumor model(C.B.-17 scid-bg (scid-bg) or C.B.-17 scid (scid)

Animal models .
mice)

Mice were implanted with H345 cells maintained by in vivo propagation.
Noculation volume was 0.2 mL consisting of 50% Matrigel. When tumors
reached the appropriate tumor volume, mice were size matched (day 0) into
treatment(ABT-263 (Navitoclax)) and control groups.

Preparation Method

Dosage form 100 mg/kg/day ABT-263 (Navitoclax);p.o. ;once daily for 21 days

ABT-263 (Navitoclax) treated a mouse model inoculated with H345 cells, and

Applications
PP significant antitumor efficacy was observed.
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Background
ABT-263 (Navitoclax) is a inhibitor of Bcl-xL, Bcl-2 and Bcl-w, with Ki <0.5 nM, <1 nM and <1 nM
respec’[ively[1 )

ABT-263 (Navitoclax) is senolytic in some, but not all types of senescent cells: Navitoclax reduced
viability of senescent human umbilical vein epithelial cells (HUVECs), IMR90 human lung fibroblasts,
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and murine embryonic fibroblasts (MEFS)[2]. Navitoclax (1uM ; 60 hours) accelerates apoptosis

mainly by inhibiting Bcl-xL[8].

ABT-263 (Navitoclax)exhibited modest (IC50=3-8 pM) single agent potency in 8 ovarian cancer cell
lines. Navitoclax(0.4pM;30h) enhanced the activation of caspase 3/7 induced by carboplatin and/or
paclitaxel in Igrov-1 cells [3]. Multiple lymphoid subpopulations isolated from the thymi or BM of vavP-

Bcl-2 transgenic mice were markedly more sensitive to ABT-263 (Navitoclax)[4].

ABT-263 (Navitoclax) (100 mg/kg/d;p.o;once daily for 21 days) treated a mouse model inoculated

with H345 cells, and significant antitumor efficacy was observed [6]. Navitoclax with venetoclax and
chemotherapy was well tolerated and had promising efficacy in patients with relapsed/refractory

acute lymphoblastic leukemia or lymphoblastic Iymphoma[5]. In 44 xenograft models representing 9
different histologies, ABT-263 (Navitoclax) (100 mg/kg/d;i.g; 21 days)demonstrated limited single
agent in vivo activity against the PPTP's(pediatric preclinical testing program)solid tumor panels but

showed significant activity against xenografts in the ALL panel [71.
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