
 

Researchers identify critical pathway
responsible for melanoma drug resistance
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One of the major challenges in cancer research and clinical care is
understanding the molecular basis for therapeutic resistance as a major
cause of long-term treatment failures. In cases of melanoma, the main
targeted therapeutic strategy is directed against the mitogen-activated
protein kinase (MAPK) pathway. Unfortunately, in the vast majority of
these patients, resistance to MAPK inhibitor therapies develops within
one year of treatment.

In a new study from Boston University Chobanian & Avedisian School
of Medicine, researchers have identified a specific epigenetic pathway
involved in the development of therapy resistance in melanoma and have
identified a promising chemical reagent that can successfully resensitize
therapy-resistant cancers to targeted therapies.

The work is published in the Journal of Clinical Investigation.

"Although the cancer research community has been very successful in
developing specific targeted therapies for the genetic events driving
many cancers, most patients are unable to be cured of their cancers due
to acquired resistance mechanisms. We are excited about the broader
implications this study has for the potential treatment of patients with
acquired resistance to cancer therapies," said co-corresponding author
Rhoda Alani, MD, the Herbert Mescon Chair of Dermatology at the
school.

In collaboration with investigators from Brigham and Women's Hospital
and Harvard Medical School, the researchers used both cancer cell lines
grown in the lab and human melanoma tumors grown in experimental
models to evaluate the epigenetic influences associated with melanoma
progression, and their response to targeted therapies.

They determined that a significant resistance mechanism for melanoma
involves the epigenetic mediator, CoREST, and that this treatment
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resistance can be targeted by corin, a recently designed dual-functioning
small molecule inhibitor of CoREST. The study provides the molecular
rationale for how CoREST complex targeting can be harnessed for an
important therapeutic goal in a broad range of epigenetic contexts,
including melanoma.

Alani expects the clinical implications for this research to be significant
as it is likely that similar epigenetic events are associated with treatment
resistance in other cancers, and that the development of novel high-
specificity epigenetic inhibitors like corin may allow for the
resensitization of these tumors to effective targeted therapies and
possible disease remission.

The researchers hope this study will lead to the development of more
specific targeted epigenetic therapies for cancer and other diseases with
minimal side effects.

"We also expect that these studies will result in the improved efficacy of
anticancer targeted drugs while limiting the development of drug 
resistance in cancers through the combined use of targeted epigenetic
therapies," added Alani, who also is chief of dermatology at Boston
Medical Center.

In addition to Alani, the other corresponding author is Philip Cole, MD,
Ph.D., (Brigham and Women's Hospital and Harvard Medical School).

  More information: Muzhou Wu et al, The CoREST Repressor
Complex Mediates Phenotype Switching and Therapy Resistance in
Melanoma, Journal of Clinical Investigation (2024). DOI:
10.1172/JCI171063

3/4

https://medicalxpress.com/tags/resistance/
https://dx.doi.org/10.1172/JCI171063
https://dx.doi.org/10.1172/JCI171063


 

Provided by Boston University School of Medicine

Citation: Researchers identify critical pathway responsible for melanoma drug resistance (2024,
February 1) retrieved 27 April 2024 from https://medicalxpress.com/news/2024-02-critical-
pathway-responsible-melanoma-drug.html

This document is subject to copyright. Apart from any fair dealing for the purpose of private
study or research, no part may be reproduced without the written permission. The content is
provided for information purposes only.

Powered by TCPDF (www.tcpdf.org)

4/4

https://medicalxpress.com/news/2024-02-critical-pathway-responsible-melanoma-drug.html
https://medicalxpress.com/news/2024-02-critical-pathway-responsible-melanoma-drug.html
http://www.tcpdf.org

