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May 27, 2021 

Announcement of Availability to Investigators 
of AMG 510 (Sotorasib) (NSC 825510) 

For Clinical and Nonclinical Study Proposals 

The Cancer Therapy Evaluation Program (CTEP) is accepting Letters of Intent (LOIs) to conduct clinical 
studies using AMG 510 (sotorasib), a small molecule inhibitor of mutated KRASG12C, which is being 
developed by Amgen, in collaboration with CTEP, as an orally-available anticancer agent. 

Potential areas of clinical interest include but are not limited to the evaluation of AMG 510 with tumors of 
squamous cell histology and KRAS G12C mutations.  CTEP will also consider requests to supply AMG 510 for 
nonclinical or preclinical studies that may support the initiation of a clinical trial.   

All clinical and nonclinical researchers with an interest in studying AMG 510 are welcome to apply.  Proposals 
for clinical trials should be supported by a strong rationale and robust preclinical data (see “Components of a 
Competitive Letter of Intent” at http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm).  All proposals 
approved by CTEP will be sent to Amgen for a commitment to supply drug for the study. 

AMG 510 is a novel, first-in-class, small molecule that specifically and irreversibly inhibits KRAS G12C by 
locking it in an inactive guanosine diphosphate (GDP)-bound state (Canon et al., 2019.  Nature.  575:217-223).  
The X-ray crystal structure of the KRAS(G12C)–AMG 510 complex shows AMG 510 forms a covalent bond 
with the mutant cystine inside the P2 pocket present in inactive KRAS.  AMG 510 does not inhibit wild-type 
KRAS or other KRAS mutations. 

AMG 510 has shown nonclinical evidence of antitumor activity in multiple tumor xenograft models, both as a 
single agent and in combination with MEK inhibition or carboplatin treatment.  AMG-510 also produced 
durable cures as monotherapy or in combination with immune checkpoint inhibitors.  Cured mice rejected the 
growth of isogenic KRASG12C tumors, which suggests adaptive immunity against shared antigens.   

Correlative and Nonclinical Studies of Interest to CTEP for AMG 510 
CTEP would be interested in any translational studies that would potentially identify predictive biomarkers for 
AMG 510, as well as any nonclinical studies that would advance the development of AMG 510.  CTEP and 
Amgen are particularly interested in any preclinical studies exploring rational combinations of AMG 510 and 
other drug combinations not currently under investigation.   

Obtaining Forms and Contact Information 
For clinical study proposals, the LOI Submission Form may be downloaded from the CTEP website at 
http://ctep.cancer.gov/protocolDevelopment/lois_concepts.htm. 

If you are interested in obtaining the agent for nonclinical studies, whether alone or in association with a 
proposed clinical study, please complete the DCTD Nonclinical Request Form, which may be downloaded 
from the CTEP website at http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm.  

Further instructions for completing and submitting the forms may be found within the respective documents. 
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Questions may be addressed to John Wright, M.D., Ph.D., Associate Branch Chief, Investigational Drug 
Branch, CTEP, DCTD, NCI (phone: 240-276- 6105; FAX: 240-276-7894; e-mail:  wrightj@ctep.nci.nih.gov). 

A complete list of agents available for distribution by CTEP may also be found on the CTEP website at 
http://ctep.cancer.gov/industryCollaborations2/agreements_agents.htm. 
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