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« Understanding mechanisms of onset and resolution of
chemotherapy-induced peripheral neuropathy (CIPN)

* Developing novel interventions to prevent and/or reverse
CIPN without interfering with cancer treatment

 Examine whether similar pathways contribute
to chemobrain (Dr. Cobi Heijnen)




Chemotherapy-induced neuropathy

* Pain, tingling, numbness starting in hand and feet
e Dose-limiting side effect of multiple chemotherapeutics
e Does not resolve after completion of treatment in 25-30%
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Mechanisms underlying CIPN

‘Chemotherapeutics
Beyond symptomatic relief for chemotherapy-induced peripheral neuropathy:
Targeting the source Ma, Kavelaars,Dougherty, Heijnen; Cancer 2018
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Mechanisms underlying CIPN

Chemotherapeutics
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HDACO

Histone deacetylase 6

Mostly cytosolic protein
Histones are NOT a major substrate

Deacetylase domains (DD1 and DD2)
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Why targeting HDACG?

Anti-cancer effects of HDACS6 inhibitors

Pro-neuronal health effects of HDAC6 inhibitors:

Unfolded/misfolded proteins
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Inhibition of HDACG reverses
neuropathic pain after cisplatin

Vicky Ma
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Inhibition of HDACG reverses

X spontaneous pain after cisplatin
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Effects of HDACGS6 inhibitor on

numbness and innervation

Karen Krukowski
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g'J Chemotherapy-induced cognitive deficits

Vfcky Ma

2 rounds of cisplatin
12 doses of HDACS6 inhibitor
3 weeks later:
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HDACSG6 inhibition reverses chemotherapy-

Induced signs of tauopathy

Vicky Ma
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HDACSG6 inhibition normalizes nerve and brain
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Take Home Message

Chemotherapy

Nerv stem
Mitochon eficiency
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