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U Z#R/Chinese Name:

DAPT(y 43 iisBEiH7)

BIFR/Synonyms: LY-374973, GSI-IX
CAS =/CAS NO.: 208255-80-5

== /Formula: C23H26F2N204
DFE/MWt: 432.46

4/ Appearance: EE%N
{R1FEE{4/Storage: Powder: -20°C, 3%

Insolvent: -80°C, 14

¢ BEER

TAfRE/Solubility:

DMSO:
H20:

43.2 mg/mL (100 mM)

Insoluble (<1mg/ml 2IEFRHAHAIE)

ARECHIZS % /Preparing Stock Solutions:

1mg 5 mg 10 mg
1 mM 2.3124 mL 11.5618 mL 23.1235 mL
5mM 0.4625 mL 23124 mL 4.6247 mL
10 mM 0.2312 mL 1.1562 mL 2.3124 mL
50 mM 0.0462 mL 0.2312mL 0.4625 mL
& EYiEE
DAPT(y £ EgHNFIF) is a y-secretase inhibitor that inhibits total AR and
=ik /Description AB42 (IC50=115/200 nM) and is orally active. DAPT is also a Notch

inhibitor. DAPT induces cell differentiation, autophagy and apoptosis.

#E5E M /Targets (1Cs)

Apoptosis,Beta Amyloid,Gamma-secretase,Autophagy

1. BB GH3 F1/RA GHoma 3 DAPT (20-100 nM)&E 24 h, {£F

RIMEME/ In vitro Transwell A MAMEERER, DAPT #IFl GH3 AR
GHoma #RpiF#, @
1. FRMRRIRADEETEM, Y DAPT (1-5 mg/kg) RERSFETLAIEH K
RPERE/In vivo BEMRIE GH3 A9 athymic immune-deficient nude /NRIRE, 8X—

X, ¥HE+HX, DAPT 87 R E&HH T HE LK, DAPT AT ARy E D
Notch2 #1 DLL3 #9355 TFiE, DLL4 #1 VEGF ®ikga=s, ¥
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2. PRRWINEBREGEER, 48 DAPT (15 mg/kg in 20%Captisol)
FERSEET4A cisplatin SIESIR{GAY C57BL/6) NBAEER!, 8RR, ¥F4L
AX. DAPT BETIRAFSHS/NERGI S/ NIRRT RIIEE. Notch
(SRR TR EMRINAMTEX SR RENBELTES, ©

1. Cells were plated in 96-well plates and allowed to adhere
overnight in Dulbecco's modified Eagle medium (DMEM) supplemented
with 10% heat-inactivated fetal bovine serum. For compound screening
and dose * response testing, compounds were diluted from stock
solutions in DMSO to yield a final concentration equal to 0.1% DMSO in
media. Cells were pre-treated for 2 h with compounds, media were
#HRESCYS/Cell Research aspirated off and fresh compound solutions applied. After an additional
2-h treatment period, conditioned media were drawn off and analyzed
by a sandwich ELISA (266+3D6) specific for total Ab. Reduction of Ab
production was measured relative to control cells treated with 0.1%
DMSO and expressed as percentage inhibition. Data from at least six
doses in duplicate were fitted to a four-parameter logistical model using
XLfit software in order to determine potency "".

1. Each treatment group (n=10) consisted of equal numbers of
age-matched male and female animals that were fasted overnight prior
to treatment. Both treatment and control groups were dosed at a
volume of 10 mL/kg with compound formulated in corn oil, 5% (v/v)
ethanol or vehicle alone. Tissues were processed and all Ab and APP
measurements were made.The cortex from one hemisphere was
EI¥SEL8/Animal Research | homogenized, extracted with 5 M guanidine, 50 mM Tris + pH 8.0,
centrifuged, and the supernatant was used for Ab measurements. Cortex
from the other hemisphere was snap frozen for analysis of compound
levels. Ab levels were expressed as ng/g of wet tissue weight, and
percentage reductions were calculated relative to the mean Ab level of
tissue from vehicle-treated control animals. Data were analyzed with
Mannz Whitney non-parametric statistics to assess significance [1]. m
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