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MRTX0902 is a potent, selective, brain-penetrant, and orally active SOS1 inhibitor with a Ki of 1.9 nM.

Description MRTX0902 disrupts the SOSI:KRASGI2C protein-protein interaction (PPI). MRTX0902 can be used in
research on pancreatic ductal adenocarcinoma(l].
KRAS-SOS1
IC50 & Target
46 nM (IC50)
MRTX0902 (compound 32) (1 uM; 0, 2, 4, 8, 15, and 30 minutes) shows a moderate Clint value of 195
mL/min/kg in human liver microsome and a low lipophilicity with cLogP of 3.4[1].
In Vitro
MRTX0902 displays high selectivity on SOS1 (Ki=2 nM) over SOS2 and EGFR (both Ki values >10,000
nM), MRTX0902 inhibits MKN1 cells with an IC50 value of 29 nM[1].
MRTX0902 (compound 32) (25, 50 mg/kg; p.o.; twice daily; 25 d) shows anti-tumor effect in mouse model
and results tumor regression[1].
MRTX0902 (1-3 mg/kg for i.v. or 10-30 mg/kg for p.o.; single dose) exhibits good brain penetrance, low
clearance, and high bioavailability[1].
PK Parameters for MRTX0902 across Species[1]
Dose Cl
Parameter Route (mg/kg) (mL/min/kg) Vass(L/kg) Ti(iv) (h) F (%)
Mouse IV/PO 3/30 4.4 0.28 1.3 69
Rat IV/PO 1/10 14.6 0.28 0.62 83
Dog IV/PO 2/10 7.6 0.48 0.86 38
In Vivo
Animal Model: Female CD-1 mice[1]
Dosage: 50 mg/kg
Administration: Oral gavage; twice daily; 1 day
Result: Resulted free drug exposure in the brain as well as the efflux ratio in the
Caco-2 assay (ER = 1.5).
Showed short half-life of the compound in mice (T12 = 1.3 h).
Animal Model: MIA PaCa-2 xenograft model in mouse[1]
Dosage: 25 mg/kg; 50 mg/kg
Administration: Oral gavage; twice daily; 25 days
Result: Reduced tumor growth by 41% and 53% at 25 mg/kg and 50 mg/kg
administration.
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Solvent&Solubility DMSO H ¥ fERE : 12.5 mg/mL (32.18 mM; i I (<60°C); WLIRMY DMSO %™ i HYVA i BE A

B, 1 HEOT R DMSO)

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 2.5742 mL 12.8710 mL 25.7420 mL
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Stock Solutions 5 mM 0.5148 mL 2.5742 mL 5.1484 mL

10 mM 0.2574 mL 1.2871 mL 2.5742 mL
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1 mM 2.5742 mL 12.8710 mL 25.7420 mL 64.3550 mL
5 mM 0.5148 mL 2.5742 mL 5.1484 mL 12.8710 mL
10 mM 0.2574 mL 1.2871 mL 2.5742 mL 6.4355 mL
DMSO 15 mM 0.1716 mL 0.8581 mL 1.7161 mL 4.2903 mL
20 mM 0.1287 mL 0.6436 mL 1.2871 mL 3.2178 mL
25 mM 0.1030 mL 0.5148 mL 1.0297 mL 2.5742 mL
30 mM 0.0858 mL 0.4290 mL 0.8581 mL 2.1452 mL
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