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IACS-010759 & —Fh 1 RA R Rk AL B R L 52 & %) 1 (OXPHOS) 4l 7]. TACS-010759

Description FEHAST OXPHOS F Wi AL EVEBEME (A L% (AML) 7 bk 134 5 4% S AN T . TACS-010759
BARFERMERTE AML RSB TCITE 1.
IC50 & Target OXPHOSJ1]
Cell Line Type Value Description
Antiproliferative activity against human HCT-116 cells
HCT-116 ICso 9.63 nM assessed as inhibition of cell growth incubated for 96 hrs by
MTT assay
Antiproliferative activity against human HL-60 cells assessed
HL-60 ECso 3nM
as cell growth inhibition incubated for 72 hrs by MTT assay
Antiproliferative activity against human KG-1 cells assessed
KG-1 ECso 3nM
as cell growth inhibition incubated for 72 hrs by MTT assay
Antiproliferative activity against human KG-1 cells assessed
KG-1 1Cso 63.84 nM as inhibition of cell growth incubated for 96 hrs by MTT
assay
Cellular Effect
Inhibition of mitochondrial respiration in human NCI-H460
NCI-H460 ICso 1.4 nM cells assessed as oxygen consumption rate incubated for 1 hr
by Seahorse XF24 extracellular flux analyzer
Cytotoxicity against human NCI-H460 cells assessed as
NCI-H460 ICso 1.4 nM reduction in galactose-dependent cell viability incubated for 3
days by IncuCyte live-cell imaging assay
Antiproliferative activity against human NCM460 cells
NCM460 ICso > 1000 nM assessed as inhibition of cell growth incubated for 96 hrs by
MTT assay
Antiproliferative activity against human THP-1 cells assessed
THP-1 ECso 3nM
as cell growth inhibition incubated for 72 hrs by MTT assay
IACS-010759 (10+ 30+ 100 nM; 4k 4 80 5 K) fEJRKNE AML{1PREAGE 965 T .
IACS-010759 (0.001+ 0.01. 0.1 1. 10, 100, 1000 nM; 72 /M) SEZUME] OCR Hl FLBE (K
HitE H460 HIARIE /7, 1C50 {E)LFAMH, A 1.4nM[1].
IACS-010759 7E/NEL (F¥J 1C50=5.6 nM). K (IC50=12.2 nM) FIE M (1C50=8.7 nM) 4Hifi
In Vitro ZR[1] B A AR 7
IACS-010759 (0.01-10 u M) fERZHUEAMMMLFR (30 MM (PDAC) 1) 24 T, 20 FHIH T
B 19 Fhy 16 F=PIYEAI ) 13 Al RO AE KR > 50%AL IR (TNBC). 10 B4R/
AHiffifAE (NSCLC) Fif 8 fil) Al—T4 (30 il PDAC i 11 fil. 20 BIGHE P 10 . 16
7l TNBC #Hif¥) 5 #il. 10 #1 NSCLC 7 2 #l) &I >100% H9-EKAMHI[1].
IACS-010759 (5+ 10+ 25 mg/kg/K: FIR: ##48: 21 K) #2454 NB-1 (PGD L) HI/NRHFLL 5
Vi 510 mg/kg SR T EMREE, TR RN TR . AR Z 25 mgke FIEK
n Vivo

IACS-010759[1].
IACS-010759 HCI (10 mg/kgs FAk: QD (B H) 50 QDX5 (OF 5 K/AF 2 K)s 4k 35 K) #h
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MBI 28 REKERIT 60 K, MHRIHRMLZ TS (Q2D B Q3D) AIfERU/MEE Eitm
AAF 1]

IACS-010759 (BHhkES 0.3 mg/kes FAR 1 mg/kg) FA MG B R s 0 Al 5680, SRR
FEMPIEK (>24 /NED[1].

20 S5

Solvent&Solubility DMSO HIVAEEIE : 50 mg/mL (88.88 mM; & 5 BIVA; WRIBMI DMSO X7 M Ve g A W5 m,
WAL BFFE ) DMSO)
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 1.7776 mL 8.8879 mL 17.7759 mL

Stock Solutions 5mM 0.3555 mL 1.7776 mL 3.5552 mL
10 mM 0.1778 mL 0.8888 mL 1.7776 mL
SRR = S TE AR [ A 77 R KV AR R PR I I VA RIS B 480 — B HOBTI, WA,
S VR R R 7 it 2R
A RA7 7 SRAARR : -80°C, 1 year; -20°C, 6 months. -80°C /7N, iH7E 1 EAEM, -20°C fi%
17, L 6 AN H A
UL/ B8
ARG SRS 277 20 PG M TR AT R
AR VR TT S S6 % B8 In Vitro 77 sURCHIVEE (65 490, FEAR VA I BIE 77
——RPRESEIO S R AT R, VI (68 &R T LARIB AR 40, &M IRAE s RS TR, &
WS BIRD, 4R M
DA VAU SR 1 T 4 LU R VA 7R 7 A TC ) 2B P A s B PR TR A b e BT L T
TG, W7 LOE I FAE /s 7 i) 7
%
KA INEAER:  10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: 2.08 mg/mL (3.70 mM); EJhif; #H Bhia
7 ZATHRAT 2.08 mg/mL (3450 Bk, Bk T AT I IRAN R s i
PL1mL TAEBCAE], B 100 pL 20.8 mg/mL ¥ DMSO fifi&#in#| 400 uL PEG300 ', JBA
¥151; Fi B RSN 50 uL Tween-80, JREII5]; SRIG ARSI 450 L AFHK EEE 1
mL.
AHEKIIEH: ¥ 0.9 g FAEN, BT ddH.0 FERZE 100 mL, TGRS % B 10 A4 B AR K
WL
HER =
R F IR I AER:  10% DMSO  —  90% Corn Oil
Solubility: >2.08 mg/mL (3.70 mM); EiHIER
W7 R ARG > 2.08 mg/mL CHIRIERAD MEEER, M7 5250 FITE A A UL Ehsesem
A .
PL1mL TAEGCAE, B 100 pL 20.8 mg/mL [H77H DMSO & inE] 900 uL F oK, REH
5.
B IR [1]. Jennifer R Molina, et al. An inhibitor of oxidative phosphorylation exploits cancer vulnerability. Nat

Med. 2018 Jul;24(7):1036-1046.
[2]. Protopopova M. IACS-10759: A novel OXPHOS inhibitor which selectively kill tumors with metabolic
vulnerabilities. [abstract]. In: Proceedings of the 106th Annual Meeting of the American Association for

Cancer Research; 2015 Apr 18-22; Philadelphia, PA. Philadelphia (PA): AACR; Cancer Res 2015;75(15
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2 3
SEEEA A VR ) 3R
VARG S EEAS RV T o TR I P A S VA RIS G 40 — ELIRC ROV, W 0 26 0RAT 3 4 R SR R B 77 2R
o
AR RAE T RANWIBR: -80° C, 1 year; -20° C, 6 months, -80° C fffFElS, 57E 1 EERMIMN, -20° CEER, ¢ 6
MHARER .
AT FE 1 mg 5 mg 10 mg 25 mg
B AR
W
1 mM 1.7776 mL 8.8879 mL 17.7759 mL 44.4397 mL
5mM 0.3555 mL 1.7776 mL 3.5552 mL 8.8879 mL
10 mM 0.1778 mL 0.8888 mL 1.7776 mL 4.4440 mL
15 mM 0.1185 mL 0.5925 mL 1.1851 mL 2.9626 mL
20 mM 0.0889 mL 0.4444 mL 0.8888 mL 22220 mL
DMSO 25 mM 0.0711 mL 0.3555 mL 0.7110 mL 1.7776 mL
30 mM 0.0593 mL 0.2963 mL 0.5925 mL 1.4813 mL
40 mM 0.0444 mL 0.2222 mL 0.4444 mL 1.1110 mL
50 mM 0.0356 mL 0.1778 mL 0.3555 mL 0.8888 mL
60 mM 0.0296 mL 0.1481 mL 0.2963 mL 0.7407 mL
80 mM 0.0222 mL 0.1111 mL 0.2222 mL 0.5555 mL
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