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Description

RG7112 is a potent, selective, first clinical, orally active and blood-brain barrier crossed MDM2-p53

inhibitor, with an IC50 of 18 nM and a KD of 11 nM for binding to MDM2[1].

IC50 & Target

Kd: 11 nM (MDM2)[1]

RG7112 (0-5 puM) stabilizes wild-type p53 and induces p53 signaling in cancer cells. RG7112 effectively

activates p53 functions in cancer cells[1][2].

Cell Proliferation Assay[2]

Cell Line: SJSAT1 osteosarcoma cells.
Concentration: 0-5 uM.
Incubation Time: 0-60 hours.
In Vitro Result Dose-dependently inhibited the growth and killed SJSA1 osteosarcoma cells
expressing high levels of MDM2 protein due to MDM2 gene amplification.
Cell Cycle Analysis[2]
Cell Line: HCT116 and SJSAT1 cells.
Concentration: 0-5 uM.
Incubation Time: 48 hours.
Result: Induced a dose-dependent cell cycle block in G1 and G2/M phase and depletion of
the S phase compartment.
RG7112 (25-200 mg/kg, single oral dose) activates p53 pathway and induces apoptosis in tumor cells in
vivo[2].
RG7112 (100 mg/kg, gavage once per day, 5 days/week for 3 weeks ) reduces tumor growth rate and
increases survival in GBM models[3].
Animal Model: Female Balb/c nude mice[2].
Dosage: 25-200 mg/kg.
Administration: Orally, single dose.
At the highest dose level of RG7112 (200 mg/kg) only 1.2% (+ 0.89 SD) of cells
In Vivo Jan incorporated BrdU at 24 h post-dosing, vs. 14% (+ 1.83 SD) of vehicle treated
tumors.
Animal Model: GBM cells were implanted into the brain of Athymic Nude mice (7 weeks old
females, 10 animals/group)&L.
Dosage: 100 mg/kg.
Administration: Oral gavage, once per day, 5 days/week for 3 weeks.
Result: Reduced tumor growth rate and increases survival in heterotopic and orthotopic
animal models bearing MDM2-amplified GBM.
In Vitro:

DMSO : =100 mg/mL (137.40 mM)
H,0 : < 0.1 mg/mL (insoluble)

* "2" means soluble, but saturation unknown.




Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 1.3740 mL 6.8702 mL 13.7404 mL
Stock Solutions 5mM 0.2748 mL 1.3740 mL 2.7481 mL
10 mM 0.1374 mL 0.6870 mL 1.3740 mL

AR TR AN R P VA B A B 3B (T RIS B R 4T — ELIC ORI, WA, BN
STVR R LR R

il I £RAT )7 AT AR -80°C, 6 months; -20°C, 1 month. -80°C fi {7, it 6 ANH WAL, -20°C
TEAEIY, W 1 AN H AR .

In Vivo:

T AR 1 1 SRR B AN 25 245 75 R FRIE VR IR U7 58 . DL RV AR 7 SR8 S 42 In Vitro J7 =CRC 1V 75 O if

Solvent&Solubility &, TR DA
—— PRIESEIRSE M AT ek, IS A R0 DRSS A2 26, &R A RN SEIR I TR, 2ltEm
PG, R DU RT SR 10 20 BRI AR T ] 208 b iR AR b B e RS AR b
BLUTHE BT ILA, AT LA I AR a7 ) s B
VIR INAEFIER): - 10% DMSO—40% PEG300 —5% Tween-80 — 45% saline
Solubility: = 10 mg/mL (13.74 mM); Clear solution
W77 Z 3R 2 10 mg/mL (13.74 mM, HERIEERF) (3IEE R
B 1 mL TAERC A, B 100 pL 100.0 mg/mL (334 DMSO fik#&#ihiE| 400 uL PEG300 1, I A145%
A BRI 50 pL Tween-80, JR&I5); SRR 450 pL AEFEKERZE 1 mL.
24ERF IR INEEFAR:  10% DMSO  —~90% corn oil
Solubility: = 10 mg/mL (13.74 mM); Clear solution
W7 ZEATERAS 2 10 mg/mL (13.74 mM, (EFIEER AT IOPERTIER, ey SEANE HY TS 08 AE A DR
Pl 1 mL TAEWCAE], B 100 pL 100.0 mg/mL %35 DMSO fit % Wi hnE| 900 uL Tk, REHE.
[1]. Vu B, et al. Discovery of RG7112: A Small-Molecule MDM2 Inhibitor in Clinical Development. ACS Med
Chem Lett. 2013 Apr 2:4(5):466-9.
[2]. Tovar C, et al. MDM2 small-molecule antagonist RG7112 activates p53 signaling and regresses human

References

tumors in preclinical cancer models. Cancer Res. 2013 Apr 15;73(8):2587-97.

[3]. Verreault M, et al. Preclinical Efficacy of the MDM2 Inhibitor RG7112 in MDM2-Amplified and TP53

Wild-type Glioblastomas. Clin Cancer Res. 2016 Mar 1;22(5):1185-96.




