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Breyanzi FDA Approval History

Breyanzi (lisocabtagene maraleucel) is a groundbreaking CAR T-cell therapy developed by Bristol
Myers Squibb for the treatment of certain types of lymphomas. This innovative treatment harnesses
the power of the patient’s own immune cells to target and destroy cancerous cells. Since its
inception, Breyanzi has undergone a rigorous journey through the FDA approval process, marked by
extensive clinical trials, regulatory review, and eventual market introduction.

Overview of Breyanzi

Breyanzi is a type of chimeric antigen receptor (CAR) T-cell therapy designed specifically for adult
patients with relapsed or refractory large B-cell lymphoma (LBCL), including diffuse large B-cell
lymphoma (DLBCL), high-grade B-cell lymphoma, and primary mediastinal large B-cell lymphoma.
Unlike traditional treatments, CAR T-cell therapy involves genetic modification of a patient’s T-cells
to enhance their ability to identify and eliminate cancer cells.

Mechanism of Action

1. T-cell Collection: The process begins with the collection of T-cells from the patient's blood through
a process called leukapheresis.

2. Genetic Modification: In the laboratory, these T-cells are genetically modified to express a CAR
that targets the CD19 protein commonly found on B-cells, including malignant ones.

3. Cell Expansion: The modified T-cells are then expanded in number before being infused back into
the patient.

4. Cancer Cell Targeting: Once reintroduced, these engineered T-cells can recognize and attack the
cancerous B-cells, leading to tumor regression.

Initial Development and Clinical Trials

The journey of Breyanzi from concept to FDA approval began with extensive research and clinical
trials aimed at demonstrating its safety and efficacy.

Key Clinical Trials

1. TRANSCEND Trial: This pivotal study evaluated the efficacy and safety of Breyanzi in patients
with relapsed or refractory LBCL. Key findings included:

- Overall Response Rate (ORR): Approximately 73% of patients demonstrated a response, with 54%
achieving complete remission.

- Long-term Follow-up: Results showed sustained remissions in many patients over extended follow-



up periods.

2. Phase 2 Studies: Additional trials further affirmed the effectiveness of Breyanzi, showcasing its
potential to improve outcomes for patients who had limited treatment options.

FDA Approval Process

The FDA approval process for Breyanzi was thorough and multifaceted, involving several key steps
and milestones.

Breakthrough Therapy Designation

In 2019, the FDA granted Breyanzi Breakthrough Therapy Designation, an initiative designed to
expedite the development and review of drugs that show substantial improvement over existing
therapies for serious conditions. This designation was based on compelling preliminary evidence
from early clinical trials, indicating that Breyanzi had the potential to offer significant benefits to
patients with LBCL.

Biologics License Application (BLA)

Following the successful completion of pivotal clinical trials, Bristol Myers Squibb submitted a
Biologics License Application (BLA) to the FDA in 2020. The BLA included comprehensive data on
the drug’s safety and efficacy, as well as manufacturing and quality control processes.

FDA Approval Date

On February 5, 2021, the FDA approved Breyanzi for the treatment of adult patients with relapsed
or refractory LBCL after two or more lines of systemic therapy. The approval marked a significant
milestone in the field of oncology, as it provided a new treatment option for a patient population with
limited alternatives.

Post-Approval Developments

Following FDA approval, Breyanzi has continued to evolve in terms of its clinical application and
understanding within the medical community.

Market Availability and Indications

Breyanzi is now available in various healthcare settings, including specialized cancer treatment



centers. As of its approval, it is indicated for patients with:

- Relapsed or refractory large B-cell lymphoma (LBCL)
- Patients who have undergone at least two prior lines of systemic therapy

Real-World Evidence and Continued Research

Post-approval, real-world evidence has been gathered to assess the performance of Breyanzi outside
of clinical trials. Early data suggests:

- Efficacy: The drug continues to demonstrate high response rates in diverse patient populations.
- Safety Profile: While adverse events such as cytokine release syndrome (CRS) and neurotoxicity
have been noted, the overall safety profile remains manageable with appropriate monitoring and
interventions.

Challenges and Considerations

Despite its success, the introduction of Breyanzi into the oncology landscape has not been without
challenges.

Access and Affordability

- Cost: As a CAR T-cell therapy, Breyanzi comes with a high price tag, which can pose significant
barriers to access for some patients.

- Insurance Coverage: Variability in insurance coverage can impact the ability of patients to receive
this potentially life-saving treatment.

Patient Management and Monitoring

- Adverse Events: Healthcare providers must be vigilant in monitoring patients for CRS and
neurotoxicity, which require prompt intervention.

- Long-term Follow-Up: Continued follow-up is essential to assess durability of response and manage
any late-onset side effects.

Future Directions

The approval of Breyanzi represents only the beginning of its journey. Ongoing research and clinical
trials aim to expand its indications and improve patient outcomes.



Exploration of New Indications

Researchers are investigating the use of Breyanzi in earlier lines of therapy and in combination with
other agents to enhance its efficacy and broaden its application in treating various hematologic
malignancies.

Ongoing Clinical Trials

Numerous clinical trials are underway to assess the safety and efficacy of Breyanzi in different
settings, including:

- Combination Therapies: Studies exploring Breyanzi in conjunction with other immunotherapies or
conventional therapies.

- Other Hematologic Malignancies: Trials investigating the efficacy of Breyanzi in conditions such as
follicular lymphoma and chronic lymphocytic leukemia (CLL).

Conclusion

The FDA approval history of Breyanzi is a testament to the potential of CAR T-cell therapies in
transforming cancer treatment. With its ability to harness the immune system to fight cancer more
effectively, Breyanzi has emerged as a critical option for patients with relapsed or refractory large B-
cell lymphoma. Continued research, real-world applications, and ongoing monitoring will be
essential in shaping the future of Breyanzi and similar therapies, ultimately aiming to improve
patient outcomes and expand access to cutting-edge cancer treatments.

Frequently Asked Questions

What is Breyanzi and what is its primary use?

Breyanzi is a CAR T-cell therapy used for the treatment of certain types of large B-cell lymphoma in
adult patients who have not responded to or have relapsed after other treatments.

When did the FDA first approve Breyanzi?
The FDA first approved Breyanzi on February 5, 2021.

What conditions must patients meet to be eligible for Breyanzi
treatment?

Patients must have large B-cell lymphoma that is refractory to at least two lines of systemic therapy
or has relapsed after initial treatment.



What is the significance of the Breakthrough Therapy
designation for Breyanzi?

The Breakthrough Therapy designation was granted to Breyanzi to expedite its development and
review process due to its potential to provide significant improvement over existing therapies for
patients with serious conditions.

What clinical trials supported the FDA approval of Breyanzi?

The FDA approval was supported by results from the TRANSCEND NHL 001 trial, which
demonstrated the efficacy and safety of Breyanzi in patients with relapsed or refractory large B-cell
lymphoma.

What are some common side effects associated with Breyanzi
treatment?

Common side effects of Breyanzi include cytokine release syndrome, neurological events, infections,
and low blood cell counts.

How does Breyanzi differ from other CAR T-cell therapies?

Breyanzi is distinguished by its specific targeting of CD19 and its manufacturing process, which
allows for a more streamlined and potentially shorter time frame for patient treatment compared to
other CAR T-cell therapies.

Has Breyanzi received any additional approvals since its initial
FDA approval?

As of October 2023, Breyanzi has not received additional FDA approvals but may have ongoing
evaluations or updated indications based on new clinical data.

What is the ongoing impact of Breyanzi on the treatment
landscape for lymphomas?

Breyanzi has significantly impacted the treatment landscape by providing a novel option for patients
with aggressive lymphomas who have limited treatment choices, contributing to improved outcomes
in this patient population.
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