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CADDS522 /& —Ff RUNX2-DNA #4077 (FiH RUNX2 /30 F AL R (154 %), 3
IC50 iy 10 nM. CADDS522 i& AJ Ji i 34 28 Wi Ak 3R 3l ) 4 fie. ROS 7K T~ & 4% L 470 e g v 12

Description CADDS22 R 14 LR 0024 K e 4 ROV MM T SCIR PR R, 0 TR AT
It
IC50 & Target[1] RUNX2
10 nM
CADD522 (0-100 1 M; 24-72 h) %} BC Z A=K ANAE 200 H 5 20 4l /5 FI 1
CADD522 (50 wM; 72 h) @i SaufE s (G D BorHpuigmiER1].
CADDS522 (50 1 M; 8 days) il BB ERIZ A (50 nM; 24 h) #k4h BC 4R (4R
P[]
CADDS522 (2. 10, 25, 50, 100 1 M; 48 h) Jlid (i T47D-RUNX2 Fl T47D-Empty i1
RUNX2-DNA & kAl RUNX2 Fesiditi[1].
CADD522 (50 wM; 72 h) @I m4anfh RUNX2 ffaeEt: i RUNX2 KF[1].
/>CADDS522 (50 uM; 6or24h) #)1 MCF7 fil MDA-468 4ifihZkkifki) ROS A k[2]-
CADDS522 (0 -2000 nM, 30 min) %] MDA-231 f1 MDA-468 4l 2k kifk ATP & EHEIE
[21.
Cell Viability Assay[1]
Cell Line: MDA-MB-468, MCF7, MCF10A, IEC-6, GES-1 and C2C12 cells
Concentration: 0-100 pM
Incubation Time: 24-72 h
Result: Displayed a dose- and time-dependent cell growth inhibition over 72 h.
Exhibited low cytotoxicity for normal cell growth.
In Vitro
Cell Cycle Analysis[1]
Cell Line: MCF7, MDA-468 and MDA-231 cells
Concentration: 50 uM
Incubation Time: 72 h

Result:

Cell Viability Assay[1]
Cell Line:
Concentration:
Incubation Time:

Result:

Cell Invasion Assay[1]

Induced MDA-231 cells accumulated at the G1 and G2/M phase

whereas MCF7 and MDA-468 cells were at the G1 phase.

MCEF7, MCF7-tet-off cells

50 uM

8 days

Dramatically decreased the size as well as the number of tumorspheres,
and severely disrupted tumorspheres at day 4.

Showed a relatively selective effect on BC cells (did not have a
significant influence on mammosphere formation of the MCF10A

non-malignant mammary epithelial cells).
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Cell Line:
Concentration:
Incubation Time:

Result:

Cell Viability Assay[1]
Cell Line:
Concentration:
Incubation Time:

Result:

RT-PCR[1]

Cell Line:
Concentration:
Incubation Time:

Result:

Western Blot Analysis[1]
Cell Line:

Concentration:
Incubation Time:

Result:

Western Blot Analysis[1]
Cell Line:

Concentration:
Incubation Time:

Result:

Cell Viability Assay[2]
Cell Line:

Concentration:
Incubation Time:

Result:

Cell Viability Assay[2]
Cell Line:
Concentration:
Incubation Time:

Result:

MCF7-tet-off (+Doxy), MCF7-tet-off (-Doxy) cells

50 uM

24h

Almost abrogated the invasiveness of both MCF7-tet-off (+Doxy) and

MCF7-tet-off (-Doxy) cells without cellular toxicity.

T47D-RUNX2 and T47D-Empty cells

2, 10, 25, 50, 100 uM

48 h

Resulted in a dramatic decrease of the promoter-luciferase (Luc)
activities of RUNX2 downstream target genes such as MMP13 and

VEGF (metastasis markers) and OC (osteogenesis marker).

T47D and MCEF7 cells (ectopic expressing RUNX2)

50 uM

72h

Significantly inhibited the mRNA level (RUNX2-mediated) of Glut-1

and LDHA.

T47D-RUNX2 and MCF7-RUNX2 cells
50 uM
72 h

Enhanced both mRNA and protein expression of RUNX2.

MDA-468 and MDA-231 cells
50 uM
2,4,6h

Increased RUNX2 stability by delaying protein degradation.

MCF7 and MDA-468 cells

50 uM

6or24h

Increased the level of mitochondrial ROS, which was more evident in

serum-free than serum-containing condition.

MDA-231 and MDA-468 cells
50, 250, 2000 nM (for MDA-231); 500, 2000 nM (for MDA-468)
30 min

Inhibited the activity of A TP synthase.

In Vivo

CADDS522 (1. 5 Ml 20 mg/kg: RERVEST: SEPIIR, Fr8k 45 K) GEGMIR IR A4 FHAmi N B

JiRe (KA 1]

CADDS522 (10 mg/kg; MUETESS: SERMI, #5488 11 K) M@ IHH A Ki-67 1k
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Animal Model: Female mice (6-week-old; MMTV-PyMT transgenic model)[1].
Dosage: 1, 5 and 20 mg/kg
Administration: Intraperitoneal injection; twice a week for 45 days.
Result: Delayed the onset of the tumors, delayed tumor development and

reduced tumor burden in transgenic MMTV-PyMT mice.
Reduced the tumor weight in mice.

Animal Model: Female NOD scid gamma (NSG) mice and nude mice (TNBC-PDX

Br-001 model)[1].

Dosage: 10 mg/kg

Administration: Intraperitoneal injection; twice a week for 11 days.

Result: Significant decreased tumor volume and markedly inhibited expression
of Ki-67.

Inhibited experimental metastasis of BC cells in vivo.(did not
significantly decrease body weight or influence the general health of

animals).

Solvent&Solubility

L ST
DMSO VAR © = 100 mg/mL (306.59 mM; WRITI DMSO St &b BIVA IR 47 25 5, 3 1f
F#TE DMSO)

* ">=" means soluble, but saturation unknown

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing I mM 3.0659 mL 15.3294 mL 30.6589 mL
Stock Solutions 5mM 0.6132 mL 3.0659 mL 6.1318 mL
10 mM 0.3066 mL 1.5329 mL 3.0659 mL

TR 7 i AN R VA 7R o T AR L B S VA R RO 00 — BRI, 1 4 2R AT, B
ST R R I TR P R

it 2 WL DR AT 77 SUAIBYIER : -80°C, 2 years; -20°C, 1 year. -80°C fi#ifF, ffE 2 EMME,  -20°C fif
TN, WAE L ENRER .

YL

TEIRARIE R SEgRsh PR Ss 24575 X IR 2 VA IR T &

VLNV 7 B e I In Vitro 77 SUBLHITEE R BRI I Bh 7 77«
—NPRAE SRR A R TR, VTS A ST DR AR AR S, &R AR SRR LAV, 2
WESLHIE, 2R,

DR VA AR AT R R B 20 LG 4R VA FRIFE SR ) i P AR 5 B eI AR v M B TE S AT
G, AT LOE AR/ B8 7 1 7 B

E S

R FA AT 10% DMSO  —  40% PEG300 — 5% Tween-80 —  45% Saline
Solubility: = 2.17 mg/mL (6.65 mM); ¥ & A

W EATHG = 2.17 mg/mL ERIERED HEE AR

U 1mL TARBCAH], B 100 wL21.7 mg/mL KI¥EHE DMSO & M3 400 uLPEG300 1, i
G50 A BB RPN 50 uLTween-80, ARSI MRIEHALIMA 450 wL LK &

A% 1mL.
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AR KIS K 0.9 g FULES, T ddH. O FHEZE 100 mL, AT LAFS S PE % W (1 A 2k

TR -
P -

AT A -

T TR IR I 77
Solubility: = 2.17 mg/mL (6.65 mM); &35 A
W RAHRAG = 2.17 mg/mL CHRIEERED ISR, 177 R38R A A BL R s sess

10% DMSO — 90% Corn Oil

P 1 mL TAERBCAE], B 100 wL21.7 mg/mL ({375 DMSO 4%l 900 uL TR, BE

[1]. Kim MS, et al. Characterization of CADD522, a small molecule that inhibits RUNX2-DNA binding and

SE R exhibits antitumor activity. Oncotarget. 2017 Aug 10;8(41):70916-70940.
[2]. Kim MS, et al. Targeting breast cancer metabolism with a novel inhibitor of mitochondrial ATP
synthesis. Oncotarget. 2020 Oct 27;11(43):3863-3885.
SEHERE S I

AR AR AN [RIATH b OV A B PR B I I C B A 20— BLICIIE TR, TR ORAT 8 S IR S VR R PR 7 i 2K

R

T RA7E T AR : -80° C, 2 years; -20° C, 1 year. -80° C fiffERt, 57E 2 AN,

20° C fEAER, iH7E 1 4E

P .
ALIEVEF RE 1mg 5mg 10 mg 25 mg
BRI

wE
1 mM 3.0659 mL 15.3294 mL 30.6589 mL 76.6471 mL
S mM 0.6132 mL 3.0659 mL 6.1318 mL 15.3294 mL
10 mM 0.3066 mL 1.5329 mL 3.0659 mL 7.6647 mL
15 mM 0.2044 mL 1.0220 mL 2.0439 mL 5.1098 mL
20 mM 0.1533 mL 0.7665 mL 1.5329 mL 3.8324 mL
25 mM 0.1226 mL 0.6132 mL 1.2264 mL 3.0659 mL
DMSO 30 mM 0.1022 mL 0.5110 mL 1.0220 mL 2.5549 mL
40 mM 0.0766 mL 0.3832 mL 0.7665 mL 1.9162 mL
50 mM 0.0613 mL 0.3066 mL 0.6132 mL 1.5329 mL
60 mM 0.0511 mL 0.2555 mL 0.5110 mL 1.2775 mL
80 mM 0.0383 mL 0.1916 mL 0.3832 mL 0.9581 mL
100 mM 0.0307 mL 0.1533 mL 0.3066 mL 0.7665 mL
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