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Regenacy Pharmaceuticals LLC is developing the selective 
histone deacetylase 6 inhibitor ricolinostat as the first 
disease-modifying therapy for chemotherapy-induced 
peripheral neuropathy and diabetic neuropathy. 
Regenacy was spun out of Acetylon Pharmaceuticals Inc. 
during its 2016 acquisition by Celgene Corp. with rights 
to develop ricolinostat in some non-cancer indications. 
Celgene has ricolinostat in Phase I/II trials to treat 
lymphoma and multiple myeloma (MM).
Acetylon discovered ricolinostat’s activity in neuropathy 
after making the compound available to academic groups 
under sponsored research agreements. Under one of 
them, Ludo Van Den Bosch and colleagues at the Flanders 
Institute for Biotechnology (VIB) found that HDAC6 
inhibitors reversed the motor and sensory deficits in 
a mouse model of Charcot-Marie-Tooth disease, an 
inherited form of peripheral neuropathy. The findings 
were reported in a 2017 Neurotherapeutics paper. 
Additional studies in PAIN and Neurobiology of Disease 
by Regenacy VP of R&D Matthew Jarpe and colleagues 
showed HDAC6 inhibitors, including ricolinostat, 
reversed and protected against chemotherapy-induced 
peripheral neuropathy (CIPN) in rodent models of 
acute lymphoblastic leukemia (ALL). Importantly, the 
inhibitors did not disrupt the anticancer effects of the 
chemotherapies used, and the combination of an HDAC6 
inhibitor and chemotherapy was more effective against 
tumor progression than the chemotherapy alone.
According to Jarpe, HDAC6 inhibitors address both pain 
and numbness in neuropathy by acetylizing tubulin alpha, 
which stabilizes the microtubule network and preserves 
axonal transport.
There are no approved disease-modifying therapies for 
neuropathy. Regenacy President and CEO Simon Jones 
said approved therapies provide only an analgesic effect 

and do nothing to combat numbness, which can lead to 
loss of quality of life and limb amputation.
FDA has agreed that Regenacy can begin a Phase II trial in 
diabetic peripheral pain based on safety data from a Phase 
I trial of the compound in patients with MM conducted 
by Acetylon. The company is also working with FDA to 
develop endpoints for a Phase III trial to support a broad 
label for ricolinostat, including indications for both pain 
and numbness, which Jones says would be first-in-class.
PledPharma AB has PledOx calmangafodipir, a pyridoxyl 
ethyldiamine (PLED) analog, in Phase III to prevent 
CIPN in metastatic colorectal cancer patients receiving 
oxaliplatin. PledOx mimics the enzyme superoxide 
dismutase 2 mitochondrial (SOD2; MNSOD) to protect 
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cells from oxidative stress during chemotherapy. PledOx did not 
respond to requests for comment. 
Regenacy is seeking venture capital for the Phase II trial and is open to 
going public or finding a partner at the end of Phase II.
Regenacy also has a portfolio of dual HDAC1/HDAC2 inhibitors in 
preclinical development for sickle cell disease and beta-thalassemia. 
Jones said the compounds could also treat acute myelogenous leukemia 
(AML) or neurodegenerative disease with a better safety profile than 
pan-HDAC inhibitors.
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