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Description

SGI-1027 is a DNA methyltransferase (DNMT) inhibitor, with ICss of 7.5 pyM, 8 pM, and 12.5 uM for

DNMT3B, DNMT3A, and DNMT1 with poly(dl-dC) as substrate.

IC50 & Target

DNMT3B DNMT3A DNMT1

12.5 uM (ICs0)

7.5 pM (ICs0) 8 UM (ICs)

SGI-1027 is a DNMT inhibitor, with IC50s of 7.5 yM, 8 uM, and 12.5 pM for DNMT3B, DNMT3A, and

DNMT1 with poly(dl-dC) as substrate. SGI-1027 shows an IC50 of 6 uM for DNMT1 (hemimethylated

In Vitro DNA). SGI-1027 (1, 2.5, or 5 pM) causes selective degradation of DNMT1 in several human cancer cell
lines, but shows little or no cytotoxic effect on rat hepatoma cells, and does not induce apoptosis in rat
hepatoma cells[1]. SGI-1027 shows an EC50 of 0.9 pM for hDNMT3A, and causes cytotoxicity on KG-1
cells, with an EC50 of 4.4 uM[2].

In Vitro:
DMSO : 27 mg/mL (58.50 mM; Need ultrasonic and warming)
H,0 : < 0.1 mg/mL (insoluble)
1mg 5mg 10 mg
Concentration

Preparing 1 mM 2.1668 mL 10.8338 mL 21.6675 mL

Stock Solutions 5mM 0.4334 mL 2.1668 mL 4.3335 mL
10 mM 0.2167 mL 1.0834 mL 2.1668 mL
Solvent&Solubility TR 7 it FE AN TRV 7 P F VA AR PR e o (R VA TRV R A . — ELRC ROV, B e AR A, R

SR RIE B R R

fili 85I DR AT 7 sURIYIBR: -80°C, 6 months; -20°C, 1 month. -80°C fi#f7i, ¢t 6 AH MMM, -20°C
fEAERY, WEEE 1 N H AR

In Vivo:

TR IR S ga sl AN 45 255 Ak PG 2 VAR T 5. DUR VIR T S0 e 4% 8 In Vitro Jy RSV 175 1 i
Bl RSN BVE 7 -

—— N ORIESEIR S5 SR AT AEdE, VIS At 2T MRSE At (2 261, @2 0RAF ;s AN SRR TR, 2utEm
FHIUEE, HRAER; DU R R 110 5 B AR I8 AR SRS 208 D iR AR b b ARSI AR b
BLUTHE BT ILG, AT DA i AR a7 11 g B

1K IR R): - 10% DMSO—40% PEG300 —~5% Tween-80 — 45% saline

Solubility: 2.5 mg/mL (5.42 mM); Suspended solution; Need ultrasonic

BETT RIS 2.5 mg/mL (5.42 mM)#I5 ST, i RT T 1 IR A o

PU 1 mL AR, B 100 ul 25.0 mg/mL [¥)¥#% DMSO fi## i nE] 400 yL PEG300 ', &5
) kAR RN 50 pL Tween-80, TR&IE]: SAE4SMA 450 pL AEEEEE/KEA S 1 mL.

2 R AR INEERER: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: 2.5 mg/mL (5.42 mM); Suspended solution; Need ultrasonic

BETT R FIERAY 2.5 mg/mL (5.42 mM)#5 ST, A RT T 1 IR A

PL 1 mL AWM, I 100 pl 25.0 mg/mL 17 DMSO fif & HinE| 900 uL 20% ¥ SBE-B-CD &
HERKKVER T, IREHA.




BABIK PN &R 10% DMSO  —~90% corn oil
Solubility: = 2.5 mg/mL (5.42 mM); Clear solution
P75 RS 2 2.5 mg/mL (5.42 mM, ULAIEEARA) FIFEEIL M7 BANVE R T 8250 A e A H BRI

PA 4 mL AR, B 100 pL 25.0 mg/mL )3 DMSO filt#i0in®] 900 pL oK, A5,
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ERBE:
Rat hepatoma H4IIE cells are grown in DMEM supplemented with fetal bovine serum (10%) and calf
serum (10%). Cells are seeded into 96-well plates and after 48 h exposed to SGI-1027 at
concentrations ranging from 0 to 300 uM. The solubility is determined by Nephalometry techniques
Cell Assay immediately after dosing and before harvesting the cells at 24 h. Following the exposure period, the

cells or their supernatant (culture medium) are analyzed for changes in cell proliferation (propidium
iodide), membrane leakage (a-GST), mitochondrial function
[3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolium bromide and cellular ATP], oxidative stress
(intracellular GSH and 8-isoprostane), and apoptosis (caspase-3). The half-maximal toxic

concentration (TC50) is determined from the dose-response curves[1].

Kinase Assay

To determine the nature of inhibition of DNMTase activity by SGI-1027, DNMT1 enzyme activity is
measured in presence of a fixed concentration of SGI-1027 (0, 2.5, 5, and 10 yM) while one of the
two (Ado-Met or DNA) is varied in a particular reaction mixture. At a fixed concentration of DNA (500
ng) varying concentrations of Ado-Met used are from 25-500 nM, respectively. Similarly, final DNA

concentrations are varied from (25-500 ng) at 75 nM Ado-Met[1].
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