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Chemotherapy induced peripheral neuropathy (CIPN) is a 
painful and major dose-limiting side effect of cancer treat-
ment that can interrupt or lead to discontinuation of therapy. 
Current CIPN medications, including oxycodone and duloxe-
tine, relieve pain but have no effect on underlying CNS tissue 
damage. Disease modifying medications to treat CIPN as well 
as other neuropathies remains a critical unmet need, and our 
extensive work on pentacyclic pyridoindole scaffolds result-
ed in the identification of DDD-028 (1) for the treatment of 
CIPN. DDD-028 displays potent analgesic activity CIPN and 
other well-accepted models of neuropathy. DDD-028 dis-
plays no activity at any of the key off-target receptors, in-
cluding opioid, cannabinoid, NMDA, or dopamine receptors. 
Chronic administration of paclitaxel along with DDD-028 over 
an 18-day period demonstrated that DDD-028 is exerting a 
prophylactic effect against CIPN. Plasma neurofilament assay 
and intraepidermal nerve fiber (iENF) density demonstrated 
that DDD-028 is neuroprotective. Histopathological analysis 
of tissues from the spinal cord and the key areas of the brain 
involved in pain sensation indicates that DDD-028 is prevent-
ing astrocyte proliferation and damage. DDD-028 is well tol-
erated in all of the tests and does not induce sedation in any 

of the animals tested.
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