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Metarrestin (ML246) A& —Fh IR 240, BaIF, EPEEMZEIXE (PNC) #if5. Metarrestin
Description WA SR M RNA REH (Pol) T #43%, 02 T SEIFEME T eEF1A2 HIMHEAEMH.
Metarrestin A LABHLIT/IN B AE RS 20 (K16 8 R, S AT 35 4T
IC50 & Target Perinucleolar compartment[1]
Cell Line  Type Value Description
Anticancer activity in human PC-3M cells expressing
PTB/GFP fusion protein assessed as perinucleolar
PC-3M ICso 0.2 uM
compartment disassembly and measured after 24 hrs by
Hoechst 33342 staining based microscopic method
Cellular Effect Antiproliferative activity against human PC-3M cells
expressing PTB/GFP fusion protein assessed as inhibition of
PC-3M ICso 0.61 uM
nucleolar volume measured after 24 hrs by Nucleolar-id Green
Detection based confocal microscopic analysis
Cytotoxicity against human PC-3M cells expressing PTB/GFP
PC-3M ICso 7.65 uM fusion protein assessed as reduction in ATP level and
measured after 24 to 48 hrs by ATPlite luminescence assay
Metarrestin (ML246) f3F PC3M-GFP-PTB 4l (% i X %, 1C50 A 0.39 nM[2].
Metarrestin (I 1 M; 24 /NS BRARAS RN 20 4H A R P IX & A B0 %8 . Mletarrestin 5410 i
] M FR PCIM IZHMIA K, (EANFEI IE 3 AT 4E240 M (GMO02153)[2].
n Vitro Metarrestin (0.6 1 M; 24 hours) A (AT PC3M 1 PANCI ZHifurfzZ2[2].
Metarrestin (I & M; 24 /M) A& BZHCE=F4Ifi R PANCL. PC3M fil HeLa # Poll K
JE RPA194 Al UBF (W% . Metarrestin SonZHfidh SETS RNA &3/ [2]
Metarrestin (ML246; 5-25 mg/kg; BESTESRT; RER—U F55:75H) £ 25 mg/kg IR R BIHE (p
<0.01) It O 5 A7 92> [2]
Metarrestin (JENZGYIHIBY; 10 mg/kgs 70 ppm) ZEK T NSG PANCI [FRARREFEFE /N AT (1) 4
FHI2].
Metarrestin (5. 25 mg/kg: WIS 5340 4 F) B/ ATSIRE R (PC3M) AR LSS
PDX /)RS A=K [2].
Metarrestin (5 1 25 mg/kg; IP) AL 4.6 £ 5.5 /Ni[2].
Animal Model: NOD/IL2 gamma (null) PANC1 mice over primary tumor tissu
In Vivo Dosage: 5 and 25 mg/kg
Administration: IP; once daily; continuing for six weeks
Result: Displayed a decrease in metastatic burden in both liver (p <0.0
Demonstrated a significant reduction of perinucleolar compartn
tumor tissues.
Animal Model: Female BALB/c mice[2]
Dosage: 5 and 25 mg/kg (Pharmacokinetic Analysis)
Administration: 1P
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Result: Indicated good exposure, distribution, and tolerability in vivo,
1 B S
Solvent&Solubility DMSO ¥ MERE : 31.25 mg/mL (65.84 mM; B BhVA; WA DMSO Xt it IV A FE A 3% 5
Wi, EMEFHITE ) DMSO)
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.1070 mL 10.5352 mL 21.0704 mL
Stock Solutions 5 mM 0.4214 mL 2.1070 mL 4.2141 mL
10 mM 0.2107 mL 1.0535 mL 2.1070 mL
AR AN TR 7] o BV R B PR S E A B AV — ELBCRIATR, TS R AT, e
S SRR R i R
it I A7 77 AR -80°C, 2 years; -20°C, 1 year. -80°C ff7rIN, W5fE 2 FAME,  -20°C
T, AR 1 AENRE .
B
TEIRIEE R KRR MRG 2577 50 I PEE AR T %
VUR VAR 7 SR8 6458 In Vitro J7 AUBCHITE T BAE W0, FHR VA I B 7710
——NPRIESEYS A R AT SEVE, VB A A VAT LU G A 25 1, & A 0RAT s ARSI 0 AR, &
BUEBLHIAC, 2 RAH;
VU VAR 7 B 7 23 bR R PR A B i 2P AR AR 5 L e e s i R vh U BLTIE S il
PG, AT DA I AR/ Bl 7 A 75 B i
E S
HWTRINEFAT:  10% DMSO  — 40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.08 mg/mL (4.38 mM); &I 5 BhA
BE77 ZE ARG 2.08 mg/mL ISR, BRI AT T IR I
PL1mL TAEBCAH], B 100 uL 20.8 mg/mL [R#Es DMSO %% 400 uL PEG300 1, &
151 Hi B AR 50 uL Tween-80, JRA YIS SRIGHAREEIIAN 450 uL AFHK EHE 1
mL.
AEFR KIS K 0.9 g AL, T ddH0 JEERZE 100 mL, W] USRS W] ) A R K
ST
EZ 3N [1]. Vilimas T, et al. Pharmacokinetic evaluation of the perinucleolar compartment disassembler metarrestin
in wild-type and Pdx1-Cre;LSL-KrasG12D/+;Tp53R172H/+ (KPC) mice, a genetically engineered model of
pancreatic cancer. Cancer Chemother Pharmacol. 2018 Dec;82(6):1067-1080.
[2]. Frankowski K1J, et al. Metarrestin, a perinucleolar compartment inhibitor, effectively suppresses
metastasis. Sci Transl Med. 2018 May 16;10(441).
e Ak AL IR -
TR S EAS [FIVA ) o BT IR B I R S TG VA ISR & — HRCRUA T, S 0 26 ORA7, 4 S SR RS e i 7= it 2R
o
i LA DR A7 J7 SUAIIER : -80° C, 2 years; -20° C, 1 yearo -80° C ffFRY, WAL 2 FNMM, -20° CfHfERT, 5(E 1 4F
WAL .
AT FE 1 mg 5 mg 10 mg 25 mg
BAVER
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DMSO

1 mM 2.1070 mL 10.5352 mL 21.0704 mL 52.6759 mL

5mM 0.4214 mL 2.1070 mL 42141 mL 10.5352 mL
10 mM 0.2107 mL 1.0535 mL 2.1070 mL 5.2676 mL
15 mM 0.1405 mL 0.7023 mL 1.4047 mL 3.5117 mL
20 mM 0.1054 mL 0.5268 mL 1.0535 mL 2.6338 mL
25 mM 0.0843 mL 0.4214 mL 0.8428 mL 2.1070 mL
30 mM 0.0702 mL 0.3512mL 0.7023 mL 1.7559 mL
40 mM 0.0527 mL 0.2634 mL 0.5268 mL 1.3169 mL
50 mM 0.0421 mL 0.2107 mL 0.4214 mL 1.0535 mL
60 mM 0.0351 mL 0.1756 mL 0.3512mL 0.8779 mL
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