
Company name  RDEA119/ Refametinib 

Mechanism of Action  
MEK1/2 inhibitor 
http://www.guidetopharmacology.org/GRAC/ObjectDisplayForward?objectId=2062
https://www.ncbi.nlm.nih.gov/gene/5604

Overview 

RDEA119 (refametinib) is an orally available, non-ATP-competitive inhibitor of the mitogen-activated protein kinases 1 and 2 
(MEK1/2). It selectively binds to an allosteric pocket and inhibits the MEK1 and MEK2 enzymes with IC50 values of 17 nM and 
43 nM, respectively. RDEA119 effectively inhibited the growth of a variety of human tumor cell lines with RAS-RAF-MEK-ERK 
pathway activation at sub-micromolar concentrations. It inhibits tumor growth in a variety of orthotopic, syngeneic, and 
patient-derived xenograft mouse models. In addition, RDEA119 has also shown anti-inflammatory activity in rodent models of 
arthritis, colitis, IBD and psoriasis. 

Safety/Tolerability 
Dose escalation studies in cancer patients have established the maximum-tolerated dose (MTD) as 100 mg po daily, 
administered as either a qd dose or divided as bid, in 28-day courses.  Common adverse events associated with single-agent 
treatment include fatigue, lymphoedema, nausea, vomiting, diarrhea, and dermatitis acneiform. 

Additional Information 
Biomarker analyses in Phase 1 trials revealed that RDEA119 showed inhibition of induced pERK. This effect was observed in 
peripheral blood mononuclear cells (PBMCs) from treated healthy subjects and cancer patients in a dose responsive manner, 
and also in paired tumor biopsy specimens after 15 days of continuous dosing at MTD. 

Suitable for and Exclusions 

The reproductive toxicology package indicates a risk of fetal toxicity. The inclusion of women of child-bearing potential would 
need to be assessed for any proposal based on the risk benefit and the use of appropriate highly effective contraception. Due 
to the substantial increase in exposure, co-administration of RDEA119 and strong CYP3A4 inhibitors is prohibited. 

AstraZeneca is not keen on pursuing RDEA119 for additional preclinical or clinical oncology indication research at this time. 

Clinical Trials https://clinicaltrials.gov/ct2/results?term=RDEA119&Search=Search

Additional Characteristics: 
CNS penetrance 

CNS penetration is low in rodent PK studies. However, dose-limiting CNS toxicities, including confusion, dizziness, 
hallucinations and syncope, were observed in humans.  

Publications https://www.ncbi.nlm.nih.gov/pubmed/?term=RDEA119
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