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Three-dimensional culture of human breast cancer cells, with DNA stained blue
and a protein in the cell surface membrane stained green. Image created in 2014
by Tom Misteli, Ph.D., and Karen Meaburn, Ph.D. at the NIH IRP.
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A UCLA Jonsson Comprehensive Cancer Center researcher and
collaborators in a multicenter study will present updated results and plans
for further research on a new approach to treating advanced ER-
positive/HER2-negative breast cancer.

The study is the first-in-human, open-label, three-part study of
ARV-471, alone or in combination with the drug palbociclib in patients
with ER-positive/HER2-negative locally advanced or metastatic breast
cancer. It was led by Dr. Sara Hurvitz, medical director of the Clinical
Research Unit at the UCLA Jonsson Comprehensive Cancer Center, first
author of an abstract describing findings that will be presented at the San
Antonio Breast Cancer Symposium.

ARV-471 is a form of anti-hormonal therapy, or endocrine therapy. It is
an investigational, orally administered PROteolysis TArgeting Chimera
(PROTAC) that targets estrogen receptors by directly binding both them
and an enzyme that triggers a chain of events leading to their
degradation.

The standard approach—selective estrogen receptor degradation
(SERD)—requires intramuscular injections, works only indirectly to
change or immobilize estrogen receptors, and provides only 40% to 50%
degradation at its optimal dose, according to the authors, citing previous
studies.

The phase 1 part of this study was designed to evaluate safety,
tolerability and dosing recommendations of ARV-471. The phase 2
portion, called VERITAC, included expanded cohorts to assess
ARV-471's effectiveness while also analyzing side effects and potential
adverse events.

Results from the phase 1 and phase 2 studies showed that ARV-471 was
well tolerated and could promote substantial estrogen receptor
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degradation even in patients with advanced disease and those who had
previously received "heavy" treatment.

The phase 1b portion of the study, also underway, combines ARV-471
with palbociclib, an oral medication that inhibits cyclin-dependent
kinase (CDK) 4 and 6, enzymes that stimulate proliferation of cancer
cells.

Hurvitz said these studies have led to a randomized phase 3 VERITAC-2
trial that is being planned to compare ARV-471 with a SERD in patients
with ER-positive/HER2-negative advanced breast cancer after prior
endocrine therapy and a CDK4/6 inhibitor.

The study presented at SABCS is sponsored by Arvinas Estrogen
Receptor Inc. Presentation development support was provided by Apollo
Medical Communications and funded by Arvinas Operations Inc.

The SABCS abstract will be presented Thursday, Dec. 8. Anne Schott,
University of Michigan Health, will be the presenter. Hyo Han, Moffitt
Cancer Center, is the senior author.

Additional authors are Cynthia Ma, Washington University, St. Louis,
Missouri; Erika Hamilton, Sarah Cannon Research Institute/Tennessee
Oncology; Rita Nanda, University of Chicago Medicine; George Zahrah,
Norwalk Hospital, Connecticut; Natasha Hunter, Seattle Cancer Care
Alliance; Antoinette Tan, Levine Cancer Institute, Charlotte, North
Carolina; Melinda Telli, Stanford University School of Medicine; Jesus
Anampa Mesias, Albert Einstein College of Medicine; Rinath Jeselsohn,
Dana–Farber Cancer Institute; Pamela Munster, University of
California, San Francisco; Haolan Lu and Richard Gedrich and Cecile
Mather and Janaki Parameswaran, Arvinas Operations, New Haven,
Connecticut.
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  More information: Presentation Title: ARV-471, a PROTAC
estrogen receptor (ER) degrader in advanced ER-positive/human
epidermal growth factor receptor 2 (HER2)-negative breast cancer:
phase 2 expansion (VERITAC) of a phase 1/2 study
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