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Clinical trial to determine therapies for
eradication of multiple myeloma

May 10 2018, by Savannah Koplon

Multiple myeloma is the second most common type of blood cancer in the U.S.,
impacting more than 25,000 people each year and disproportionatly affecting
African-American men. Credit: University of Alabama at Birmingham
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the United States, impacting more than 25,000 people each year and
disproportionatly affecting African-American men. While patients have
access to more quality treatment therapies than ever before, the disease
is still regarded as an incurable condition that often leads to death for
those affected.

However, researchers at the University of Alabama at Birmingham
Division of Hematology and Oncology are leading and currently
recruiting for a Phase II clinical trial that intends to provide newly
diagonosed multiple myeloma patients an innovative treatment plan. The
hope is that the therapies will eradicate the disease in a significant
proportion of patients and measure disease response more accurately
than ever before.

The clinical trial Monoclonal Antibody Sequential Therapy for Deep
Remission in Multiple Myeloma, also known as MASTER, utilizes next
generation sequencing technology to detect minimal residual disease
down to a level of one cancer cell in 100,000—or 100- to 1,000-fold
more sensitive than traditional methods to evaluate response. With a goal
of enrolling 82 patients, those in the trial will be treated with a
combination of anti-myeloma agents and immunotherapy that have a
proven record of eliminating minimal residual disease, including the
drug carfilzomib and the monoclonal antibody daratumumab, agents that
are currently only approved to treat patients whose disease has returned.

"I believe for the first time that we have treatments that are effective
enough to make it possible to eradicate multiple myeloma definitively in
a substantial proportion of patients, along with having the technology to
detect that the disease has been targeted and that treatment can be
stopped,"” said Luciano Costa, M.D., Ph.D., scientist at the UAB
Comprehensive Cancer Center, lead of the Hematologic-Malignancy
Working Group, and principal investigator of the MASTER study. "That
is what patients want, after all—a treatment that gives them the
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possibility of eliminating any trace of the myeloma without having to be
on therapy for the rest of their lives. It is a bold move, but bold moves
are what our patients deserve."

This is one of the first trials in multiple myeloma to use minimal residual
disease as primary endpoint and the very first one to modify therapy
based on achievement of minimal residual disease eradication.

Up until now, existing therapies have been developed on trials that
assigned treatment for a defined duration of time, irrespective of depth
or speed of response, often followed by maintenance therapy for
indefinite duration and with potentially adverse impact on risk of
complications and cost. As it stands, patients with billions of cancer cells
in their bodies and patients with true disease eradication will both appear
to be in complete remission using current methods to measure disease
response to therapy.

More than improving the results of the initial treatment, the MASTER
study will treat patients for the necessary time to confirm elimination of
minimal residual disease and then discontinue therapy. Patients will be
monitored for relapse at the molecular level, before disease becomes
again symptomatic.
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