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UNC1999, the first orally bioavailable inhibitor that has high in vitro potency for wild-type and mutant
EZH2 as well as EZH1, a closely related H3K27 methyltransferase that shares 96% sequence identity with EZH2
in their respective catalytic domains. UNC1999 is highly selective for EZH2 and EZH1 over a broad range
of epigenetic and non—epigenetic targets, competitive with the cofactor SAM, and non—competitive with the
peptide substrate. UNC1999 has Ki values of 4, 700 nM, 65 nM, 300 nM, and 1, 500 nM for sigmal, sigma2, histamine
H3, and NET, respectively. NC1999 selectively kills DB cells, a DLBCL cell line with the EZH2 Y641N mutation.
UNC1999 displays a concentration— and time—dependent inhibition of DB cell proliferation (EC50=633+101
M (n=3)).
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A single intraperitoneal (IP) injection of UNC1999 at 15, 50, or 150 mg/kg achieved high Cmax

(9, 700-11, 800 nM) and exhibited dose linearity in male Swiss albino mice. Both the 150 and 50 mg/kg IP doses

resulted in the plasma concentrations of UNC1999 above its cellular IC50 over the entire 24 h period while
the 15 mg/kg IP dose led to the plasma concentrations of UNC1999 above its cellular IC50 for approximately
12 h. We next examined whether UNC1999 is orally bioavailable and are pleased to find that a single 50 mg/kg
oral dose of UNC1999 achieved high Cmax (4, 700 nM) and good exposure levels in male Swiss albino mice. The
plasma concentrations of UNC1999 are maintained above its cellular IC50 for approximately 20 h following

this single oral dose. It is worth noting that all doses including the 150 mg/kg IP dose are well tolerated

by all test mice, and no adverse effects are observed.
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1. BRI AR 10% DMSO—~40% PEG300—5% Tween—-80—45% Saline
Solubility: = 2.25 mg/mL (3.95 mM); VETEIEW
M5 RIS = 2,25 mg/mL CHOFIRE RSN P IE R .

BL 1 omL TAEMBCNB], B 100 wl 22.5 mg/ml (WS DMSO f#4BNE] 400 wl PEG300 th, JEAIA): F EdERBIA 50 Ll Tween-80, IREHL); RE
PRSI 450 wlL AFELEK EEE 1 L.

2. BRFEIRINEMER:  10% DMSO—~90% (20% SBE-B —CD in Saline)

Solubility: 2.25 mg/mL (3.95 mM); Eyhik; ABSEBIA

WEJ7 R ATERAS 2. 25 mg/mL ¥ S) R, BB AT T O R I s A

PL 1 omL CAEWCAMH], B 100 wL 22,5 mg/mL [F¥E DMSO A& HUINE] 900 wlL 20% (¥ SBE-B-CD AEFEHACKEW H, WAL,

3. KA INAEREF: 10% DMSO—~90% Corn 0il

Solubility: 2.25 mg/mL (3.95 mM); VEVSIETR; INABhE

HITRTTHAT 2. 25 me/ml. HORETAWL, BEITR I LA UL L RIZ b (1

BU T ml TARACNH, BL 100 wL 22.5 mg/ml T DMSO ff#HIME] 900 wl FoKiid, BAHA.
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DURACHR B F i 2 B & AR B AR i (K 22 JIRVE AR, SR N RIBIT 73 ik iar U AR B A BV 77 o IO R S 50
mM Tris pH 9.0, 5 mM DIT, 0.01% TritonX-100 (for SMYD2 and SMYD3 ) : 25 mM BEMR%H pH 8.0, 1 mM EDTA, 2 mM
MgC12 and 0.01% Triton X-100 (for G9a, GLP and SUV39H2) ; 20 mM Tris pH 8.0, 5 mM DTT, 0.01% TritonX-100
(for other HMTs) o JIA 10 wL of 7.5 M #EERNIVAKEG S E MG, HHE 384 LR, WE IR Tk
S ERACHN 100%, LB TGN 0% 100 nM-100 uM AL A48 - FA 1C50.
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M R: %F EZH2Y641IN Z¥7R{R[) DLBCL 4HfE R

WRE: "5 uM

ALBRIFE]: 8 R

Fik: DB IR, — A EAREY EER @S BZH2 Y64IN RAFM B UMUK R, M ATCC FFIRMEFH/ERIMT
LO%AE2E M3 . AR A& R B 4L &) (DMSO control, UNC1999, or UNC2400) i RPMI 1640 3%, & il 457
oE S AR IR, R EH IR, #H TC20 HIIMMITH RGN EIS AL B 2=/ 75 8 = kpor e . B
HEERRR PP IR M AL R EGH . K2 1 ng MIEREEM 15% SDS-PAGE 405, %3] PVDF ZHfufi, HAEQH
PUREEN . #EF T XA 236 H bk &4 % EZH2, general H3, and H3K27me3.
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FE: 150 mg/kg (i.p.), 50 mg/kg (Ffk)
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	基本信息
	使用方法（供参考）：
	一：体外实验
	此方案可获得 ≥ 2.25 mg/mL（饱和度未知）的澄清溶液。 
	以 1 mL 工作液为例，取 100 μL 22.5 mg/mL 的澄清 DMSO 储备液加到 40
	此方案可获得 2.25 mg/mL 的均匀悬浊液，悬浊液可用于口服和腹腔注射。 
	以 1 mL 工作液为例，取 100 μL 22.5 mg/mL 的澄清 DMSO 储备液加到 90
	此方案可获得 2.25 mg/mL 的澄清溶液，此方案实验周期在半个月以上的动物实验酌情使用。 
	以 1 mL 工作液为例，取 100 μL 22.5 mg/mL 的澄清 DMSO 储备液加到 90



