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June 10, 2022 

Announcement of Availability to Investigators 
of Eltanexor (NSC 794443) 

For Clinical and Nonclinical Study Proposals 

The Cancer Therapy Evaluation Program (CTEP) is accepting Letters of Intent (LOIs) to conduct clinical 
studies using eltanexor (KPT-8602), a second novel selective inhibitor of nuclear transport (SINE), which is 
being developed by CTEP as an anticancer agent in collaboration with Karyopharm Therapeutics, Inc.  CTEP 
will also consider requests to supply eltanexor for nonclinical studies.  All clinical and nonclinical researchers 
possessing an interest in working with the agent 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 the industry collaborator for a commitment to supply drug for the study. 

Eltanexor inhibits nuclear export by binding the nuclear export protein exportin 1 (XPO1), leading to the 
accumulation of tumor suppressor proteins (such as p53 and IκB) in the cell nucleus.  This reinitiates and 
amplifies their tumor suppressor function and is believed to lead to the selective induction of apoptosis in 
cancer cells, while largely sparing normal cells.  In preclinical models, eltanexor demonstrated minimal 
penetration of the blood-brain barrier. This results in a less emetogenic drug, with demonstrated improved 
tolerability in animal studies compared to the first-in-class SINE selinexor.  Higher density dosing schedules 
are feasible, along with increased plasma bioavailability.  Preclinical efficacy studies have demonstrated broad 
therapeutic potential. Due to its lack of penetration through the blood-brain barrier, eltanexor is not appropriate 
for development in central nervous system tumors. 

Note that Selinexor will still be the preferred drug for inclusion in trials for multiple myeloma 
and CNS tumors.  Please direct any questions regarding the choice of XPO1 inhibitors for 
CTEP-sponsored trial to the medical monitor. 

Eltanexor is currently being evaluated in a first-in-human, multi-center, open-label clinical study 
(NCT02649790) with separate dose escalation (Phase 1) and expansion (Phase 2) stages to assess preliminary 
safety, tolerability, and efficacy of eltanexor in participants with relapsed/refractory multiple myeloma (MM, 
alone or in combination with low-dose dexamethasone), metastatic colorectal cancer (mCRC), metastatic 
castration resistant prostate cancer (mCRPC, alone or in combination with abiraterone and corticosteroids), 
high-risk (HR) myelodysplastic syndrome (MDS), acute myeloid leukemia (AML), and newly diagnosed 
intermediate/high-risk myelodysplastic syndrome (MDS, alone or in combination with ASTX727).  Preliminary 
Phase 1 efficacy results in a 20-patient cohort of elderly (median 76 years of age) patients with primary 
hypomethylating agent (HMA)-refractory HR-MDS showed a disease control rate of 71% (12/15 response-
evaluable patients), including 7 patients with marrow complete response, and an overall survival of 9.9 months, 
with a manageable tolerability profile (Lee et al., 2021).  In January 2022, the FDA granted orphan drug 
designation to eltanexor for the treatment of MDS. 

CTEP will accept unsolicited biologically driven letters of intent to perform clinical trials with eltanexor in 
rational combinations with other drugs.  CTEP is particularly interested in combinations with DNA 
methyltransferase inhibitors in myeloid malignancies, combinations with bcl2 and bcl2/bcl-XL inhibitors in 
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lymphoma, myeloma, acute myeloid leukemia, and other hematological malignancies and potentially 
combinations with radiation.  

Correlative and Nonclinical Studies of Interest to CTEP for Eltanexor 
CTEP would be interested in any translational studies that would potentially identify predictive biomarkers for 
eltanexor, as well as any nonclinical studies that would advance the development of eltanexor.  

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. 

Questions may be addressed to Dr. Steven Gore, Medical Officer, Investigational Drug Branch, CTEP, DCTD, 
NCI (phone: 240-276-6565; FAX: 240-276-7894; e-mail:  steven.gore@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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