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Researchers report encouraging
immunotherapy option for relapsed myeloma
patients
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Treatment breakdown of the multiple myeloma patient cohort. (A) Flow chart
showing that the initial retrospective query yielded 115 RRMM patients enrolled
on a BiAb clinical trial at Mount Sinai Hospital. Out of those 115 patients, we
focused on 58 patients who came off the trials and went on to receive salvage
therapy that included other T-cell redirection therapies, chemotherapy and triplet
regimens. (B) Clinical outcomes of therapies administered to 58 patients as first
salvage therapy and breakdown of treatments given to 37 patients as second
salvage therapy. Credit: Blood Advances (2022). DOI:
10.1182/bloodadvances.2022007923
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Mount Sinai researchers have published results that show encouraging
therapeutic options for patients with the blood cancer multiple myeloma
after first-line treatment with bispecific antibodies fails. Bispecific
antibodies are a type of antibody that can bind to two different antigens
at the same time—they are meant to enhance the immune system's
destruction of tumor cells.

While new T cell-based immunotherapies, or "T-cell redirection”
therapies, such as chimeric antigen receptor (CAR) T-cell therapy and
bispecific antibodies have revolutionized cancer treatment, doctors still
need to determine what second-line treatments (also known as salvage
therapy) are effective after a patient relapses. In the August 26 online
edition of Blood Advances, Mount Sinai researchers report that
sequential use of different T-cell redirection therapies in these multiple
myeloma patients is possible and could lead to good patient outcomes
and survival.

In a retrospective analysis, researchers identified 58 multiple myeloma
patients who participated in a bispecific antibodies clinical trial at Mount
Sinai and underwent salvage therapy due to relapse. Patients were
followed for an average of 30.5 months after the end of the trial and
underwent an average of two salvage therapies over that period.

Nineteen patients received T-cell redirection therapy as a first salvage
therapy, and the rest received a non-T-cell redirection therapy, such as
chemotherapy. Thirty-two percent of patients who underwent T-cell
redirection therapy as a first salvage therapy needed to undergo a second
salvage therapy due to relapse or nonresponse to therapy. In a significant
contrast, 79 percent of the patients treated with a non-T-cell redirection
therapy needed to undergo a second salvage therapy. Some of this group
of patients had T-cell redirection therapy as their second salvage therapy,
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resulting in a total of 28 patients who received T-cell redirection as
either a first salvage therapy or second salvage therapy.

Depth and duration of response to the first bispecific antibodies
treatment did not predict response to the second T-cell redirection
therapy, indicating that even if patients did not respond to an initial T-
cell redirection therapy, there may still be an option to effectively treat
with a second course. The overall response rate of the 19 patients who
transitioned from the initial bispecific antibodies to T-cell redirection
therapy as a first salvage therapy was 84 percent, compared to 49
percent in those who received other types of therapies.

"As the clinical use and advancement of T-cell redirection therapies
continue to grow, effective strategies are needed to manage outcomes
for patients who relapse or are unresponsive to this initial treatment,"
said senior author Samir Parekh, MD, Director of Translational
Research in Myeloma, co-leader of the Cancer Clinical Investigation
program at The Tisch Cancer Institute, and a member of the Icahn
Genomics Institute at the Icahn School of Medicine at Mount Sinai.
"This study shows patients relapsing after initial bispecific antibodies
therapy can benefit from a second bispecific antibody or CAR-T cell
therapy."

Studies are underway to understand how T cells function after initial T-
cell redirection therapy and how they are activated in sequential
bispecific antibodies and CAR-T cell treatments. "Future clinical trials
incorporating sequential combinations of T-cell redirection therapy will
build upon these findings to further develop treatment guidelines and
improve long-term outcomes for multiple myeloma patients," Dr. Parekh
said.

More information: Tarek H Mouhieddine et al, Sequencing T-cell
redirection therapies leads to deep and durable responses in
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relapsed/refractory myeloma patients, Blood Advances (2022). DOL:
10.1182/bloodadvances.2022007923
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