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Description Cereblon A1 MDM2 k2. MD-224 76 A4S, 'S MDM2 [IPUEREME (<1 nM), 1
Hi RS4;11 A EKA 1C50 {24 1.5 nM. MD-224 & AJ R — 28T 47l .
MDM2
IC50 & Target|[1]
1 nM (IC50)
Cell Line Type | Value Description
Inhibition of cell growth in human KG-1 cells harbouring
KG-1 ICso >10 uM | mutant pS3 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human ML-2 cells harbouring
ML-2 ICso 4.4 uM wild-type p53 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human MOLM-13 cells
MOLM-13 1Cso 7.3 M harbouring wild-type p53 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human MOLM-14 cells
MOLM-14 1Cso 10.5 uM | harbouring wild-type p53 incubated for 4 days by lactate
Cellular Effect
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human MONO-MAC-6 cells
MONO-MAC-6 | ICso >10 uM | harbouring mutant p53 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human OCI-AMLS5 cells
OCI-AML-5 ICso 33.1 uM | harbouring wild-type p53 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
Inhibition of cell growth in human RS4-11 cells incubated for
RS4-11 ICso 1.5nM
4 days by Lactate dehydrogenase based WST-8 assay
Inhibition of cell growth in human SIG-MS5 cells harbouring
SIG-M5 ICso 19.8 uM | wild-type p53 incubated for 4 days by lactate
dehydrogenase-based WST-8 assay
MD-224 (1-30 nM; 2 /i) ATHE 2% S RS4;11 4R MDM2 & AR FE, HRINES ps3 &
IR, HIX AR S0 270 k(1]
MD-224 (30 nM; 6 /NI FE5 FiX 2 ps3 BUEPR LS R L MI-1061 SEA AL, (HXT
RS4;11 #HAh i TPS3 A %A R[]
MD-224 (0.001-1 1 M; 24 /NE) £ <10nM WIIRETR, £ 24 /ANERYTE, BIRTDUGRE 4K
In Vitro

P77 i ok 2 B T
Western Blot Analysis[1]
Cell Line: RS4;11 cells
Concentration: 1 nM; 3 nM; 10 nM; 30 nM

Incubation Time: 2 hours
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Result:

RT-PCR[1]
Cell Line:

Concentration:

Incubation Time:

Result:

Apoptosis Analysis[1]

Cell Line:

Concentration:

Incubation Time:

Decreased MDM2 protein and accumulated of p53 protein.

RS4;11 cells
30 nM

6 hours

Upregulated p53 target gene expression.

RS4;11 cells

0.001 uM, 0.003 uM, 0.01 uM, 0.03 M, 0.1 pM, 0.3 uM, 1 uM

24 hours

Result: Induces robust apoptosis in RS4;11 cells.
4f S
Solvent&Solubility DMSO ¥ ##E 1 100 mg/mL (112.38 mM; A DA, R DMSO X7 i i) 76 7 B A 535 5
e, 5 AETTE ) DMSO)
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.1238 mL 5.6192 mL 11.2385 mL
Stock Solutions 5 mM 0.2248 mL 1.1238 mL 2.2477 mL
10 mM 0.1124 mL 0.5619 mL 1.1238 mL
AR i E AN TR 7] o BV R P I PR S E BT B AV — ELBCRUATR, B R AT, B
S SRR R i R
it I A7 77 AR -80°C, 2 years; -20°C, 1 year. -80°C fATFIN, W54E 2 FAAE,  -20°C ik
T, AR 1 AENRE .
[1]. LiY, et al. Discovery of MD-224 as a First-in-Class, Highly Potent, and Efficacious Proteolysis
Bk TargetingChimera Murine Double Minute 2 Degrader Capable of Achieving Complete and Durable
TumorRegression. J Med Chem. 2019 Jan 24;62(2):448-466.
SR BRI R -
AR S PE AN [RIATR o BV S PR B G R TR R BO R AV — ELBCOIR R, TR ORAT 38 S SR ST VR I AR 7 B 2k
o
i WA R A7 J7 SURIBIIR : -80° C, 2 years; -20° C, 1 yearo -80° C ffFRY, 5L 2 FANMM, -20° CfHfERT, i54E 1| 4F
WAL .
ALIEVEF RE 1mg 5mg 10 mg 25 mg
B
WE
1 mM 1.1238 mL 5.6192 mL 11.2385 mL 28.0962 mL
5 mM 0.2248 mL 1.1238 mL 2.2477 mL 5.6192 mL
10 mM 0.1124 mL 0.5619 mL 1.1238 mL 2.8096 mL
DMSO
15 mM 0.0749 mL 0.3746 mL 0.7492 mL 1.8731 mL
20 mM 0.0562 mL 0.2810 mL 0.5619 mL 1.4048 mL
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25 mM 0.0450 mL 0.2248 mL 0.4495 mL 1.1238 mL
30 mM 0.0375 mL 0.1873 mL 0.3746 mL 0.9365 mL
40 mM 0.0281 mL 0.1405 mL 0.2810 mL 0.7024 mL
50 mM 0.0225 mL 0.1124 mL 0.2248 mL 0.5619 mL
60 mM 0.0187 mL 0.0937 mL 0.1873 mL 0.4683 mL
80 mM 0.0140 mL 0.0702 mL 0.1405 mL 0.3512 mL
100 mM 0.0112 mL 0.0562 mL 0.1124 mL 0.2810 mL
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