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The Purpose of this Clinical Trial (provided by the Sponsor)

Many tumor cells, in contrast to normal cells, have been shown to require the amino acid  glutamine to produce 
energy for growth and survival. To exploit the dependence of tumors on  glutamine, CB-839, a potent and selective 
inhibitor of the first enzyme in glutamine  utilization, glutaminase, will be tested in this Phase 1 study in patients 
with solid  tumors.   This study is an open-label Phase 1 evaluation of CB-839 in patients with advanced solid  
tumors. The study will be conducted in 2 parts. Part 1 is a dose escalation study enrolling  patients with locally-
advanced, metastatic and/or refractory solid tumors to receive CB-839  capsules orally twice or three times daily.   
In Part 2, patients with each of the following diseases will be enrolled: A) Triple-Negative  Breast Cancer, B) Non-
Small Cell Lung Cancer (adenocarcinoma), C) Renal Cell Cancer, D)  Mesothelioma, E) Fumarate hydratase (FH)-
deficient tumors, F) Succinate dehydrogenase  (SDH)-deficient gastrointestinal stromal tumors (GIST), G) SDH-
deficient non-GIST tumors, H)  tumors harboring mutations in isocitrate dehydrogenase-1 (IDH1) or IDH2, and I) 
cMyc  mutation tumors.   As an extension of Parts 1 & 2, patients will be treated with CB-839 in combination with  
standard chemotherapy. Combination groups include: Pac-CB, CBE, CB-Erl, CBD, and CB-Cabo.  Pac-CB: patients 
with locally-advanced or metastatic TNBC will be treated with paclitaxel  and CB-839. CBE: patients with advanced 
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clear cell RCC or papillary RCC will be treated with  everolimus in combination with CB-839. CB-Erl: patients with 
advanced NSCLC lacking the  T790M EGFR mutation will be treated with erlotinib and CB-839. CBD: patients with 
NSCLC  harboring KRAS mutation will be treated with docetaxel and CB-839. CB-Cabo: patients with  histologically 
confirmed diagnosis of locally-advanced, inoperable or metastatic RCC treated  with cabozantinib in combination 
with CB-839.   All patients will be assessed for safety, pharmacokinetics (plasma concentration of drug),  
pharmacodynamics (inhibition of glutaminase), biomarkers (biochemical markers that may  predict responsiveness 
in later studies), and tumor response.

This Clinical Trial may involve the following Interventions, Drugs, or Procedures

Type Definition Definition SourceName

DrugCabozantinib An orally bioavailable, small molecule receptor 
tyrosine kinase (RTK) inhibitor with potential 
antineoplastic activity. Cabozantinib strongly 
binds to and inhibits several RTKs, which are 
often overexpressed in a variety of cancer cell 
types, including hepatocyte growth factor 
receptor (MET), RET (rearranged during 
transfection), vascular endothelial growth factor 
receptor types 1 (VEGFR-1), 2 (VEGFR-2), and 3 
(VEGFR-3), mast/stem cell growth factor (KIT), 
FMS-like tyrosine kinase 3 (FLT-3), TIE-2 (TEK 
tyrosine kinase, endothelial), tropomyosin-
related kinase B (TRKB) and AXL. This may result 
in an inhibition of both tumor growth and 
angiogenesis, and eventually lead to tumor 
regression.

National Cancer 
Institute Thesaurus

DrugCB-839 An orally bioavailable inhibitor of glutaminase, 
with potential antineoplastic activity. Upon oral 
administration, CB-839 selectively and 
irreversibly inhibits glutaminase, a mitochondrial 
enzyme that is essential for the conversion of the 
amino acid glutamine into glutamate. By blocking 
glutamine utilization, proliferation in rapidly 
growing cells is impaired. Glutamine-dependent 
tumors rely on the conversion of exogenous 
glutamine into glutamate and glutamate 
metabolites to both provide energy and generate 
building blocks for the production of 
macromolecules, which are needed for cellular 
growth and survival.

National Cancer 
Institute Thesaurus
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DrugDocetaxel A drug used together with other drugs to treat 
certain types of breast cancer, stomach cancer, 
prostate cancer, and certain types of head and 
neck cancer. It is also being studied in the 
treatment of other types of cancer. Docetaxel is a 
type of mitotic inhibitor.

National Cancer 
Institute Glossay of 
Terms

DrugErlotinib A quinazoline derivative with antineoplastic 
properties. Competing with adenosine 
triphosphate, erlotinib reversibly binds to the 
intracellular catalytic domain of epidermal 
growth factor receptor (EGFR) tyrosine kinase, 
thereby reversibly inhibiting EGFR 
phosphorylation and blocking the signal 
transduction events and tumorigenic effects 
associated with EGFR activation.

National Cancer 
Institute Thesaurus

DrugEverolimus A drug used to treat advanced kidney cancer that 
did not respond to treatment with certain other 
anticancer drugs. It is also being studied in the 
treatment of other types of cancer. Afinitor stops 
cancer cells from dividing and may block the 
growth of new blood vessels that tumors need to 
grow. It also decreases the body's immune 
responses. It is a type of immunosuppressant and 
a type of antiangiogenesis agent.

National Cancer 
Institute Glossay of 
Terms

DrugGlutaminase Inhibitor CB-
839

An orally bioavailable inhibitor of glutaminase, 
with potential antineoplastic activity. Upon oral 
administration, CB-839 selectively and 
irreversibly inhibits glutaminase, a mitochondrial 
enzyme that is essential for the conversion of the 
amino acid glutamine into glutamate. By blocking 
glutamine utilization, proliferation in rapidly 
growing cells is impaired. Glutamine-dependent 
tumors rely on the conversion of exogenous 
glutamine into glutamate and glutamate 
metabolites to both provide energy and generate 
building blocks for the production of 
macromolecules, which are needed for cellular 
growth and survival.

National Cancer 
Institute Thesaurus

DrugPaclitaxel A drug used to treat breast cancer, ovarian 
cancer, and AIDS-related Kaposi sarcoma. It is 
also used together with another drug to treat 

National Cancer 
Institute Glossay of 
Terms
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This Clinical Trial began in February 2014

The number of people planned to enroll in this Clinical Trial is 205

This Clinical Trial is in Phase 1

United States Food and Drug Administration (FDA) regulated? Yes

This Clinical Trial is expected to be completed by September 2017

Study Start Date

Study End Date

Enrollment

FDA-Regulated Drug Study Indicator

Additional Information about this Clinical Trial See Glossary of Terms for

Phase

non-small cell lung cancer. Paclitaxel is also being 
studied in the treatment of other types of cancer. 
It blocks cell growth by stopping cell division and 
may kill cancer cells. It is a type of antimitotic 
agent.

Keyword Definition Definition Source

Glossary of Terms

Enrollment The act of registration, entering in a list, catalog, group, study; 
also, the number of subjects enrolled.

National Cancer 
Institute Thesaurus

FDA-Regulated Drug Study 
Indicator

An indication as to whether the study involves an FDA-regulated 
drug.

National Cancer 
Institute Thesaurus

Clinical Trial Design

Design Definition Definition Source

nonrandomized clinical trial A clinical trial in which the participants are not assigned by 
chance to different treatment groups. Participants may choose 
which group they want to be in, or they may be assigned to the 
groups by the researchers.

National Cancer 
Institute Glossay of 
Terms

Safety Study A study of the relative safety of treatment of a disease. Usually 
this is a Phase I or II trial.

National Cancer 
Institute Thesaurus

Single Group Study A type of clinical study in which there is only one treatment arm 
available to all study participants.

National Cancer 
Institute Thesaurus

Open Label Study A type of study in which both the health providers and the 
patients are aware of the drug or treatment being given.

National Cancer 
Institute Glossay of 
Terms

Treatment Study A type of study protocol designed to evaluate intervention(s) for 
disease treatment.

National Cancer 
Institute Thesaurus
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Information about this Record

ClinicalTrials.gov processed this data on January 12, 2017

Link to the current ClinicalTrials.gov record. https://clinicaltrials.gov/show/NCT02071862

Glutamine An amino acid used in nutrition therapy. It is also being studied 
for the treatment of diarrhea caused by radiation therapy to the 
pelvis.

National Cancer 
Institute Glossay of 
Terms

Phase I Trial The first step in testing a new treatment in humans. These 
studies test the best way to give a new treatment (for example, 
by mouth, intravenous infusion, or injection) and the best dose. 
The dose is usually increased a little at a time in order to find 
the highest dose that does not cause harmful side effects. 
Because little is known about the possible risks and benefits of 
the treatments being tested, phase I trials usually include only a 
small number of patients who have not been helped by other 
treatments.

National Cancer 
Institute Glossay of 
Terms

Study End Date The date on which the study concludes. National Cancer 
Institute Thesaurus

Study Start Date The date on which a study began. National Cancer 
Institute Thesaurus
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