darzalex fda approval history

Darzalex FDA Approval History has been a significant journey in the realm of
oncology, particularly for the treatment of multiple myeloma. Developed by
Janssen Biotech, Darzalex (daratumumab) is a monoclonal antibody that has
transformed the landscape of how multiple myeloma is treated. This article
will explore the FDA approval history of Darzalex, detailing its initial
approval, subsequent indications, and the impact it has had on patient care.

Understanding Darzalex and Its Mechanism of
Action

Darzalex is a human IgGlk monoclonal antibody that targets CD38, a protein
that is highly expressed on the surface of multiple myeloma cells. By binding
to CD38, Darzalex triggers several mechanisms that lead to the destruction of
these malignant cells, including:

- Apoptosis: Inducing programmed cell death in myeloma cells.

- Immune-mediated cell lysis: Activating the immune system to attack and kill
cancer cells.

- Inhibition of tumor growth: Blocking the pathways that cancer cells use to
grow and divide.

Given its unique mechanism, Darzalex represents a novel approach to treating
multiple myeloma, particularly for patients who have relapsed or become
resistant to other therapies.

The Timeline of FDA Approvals for Darzalex

The journey of Darzalex through the FDA approval process is marked by several
key milestones:

1. Initial Approval (2015)

Darzalex received its first FDA approval on November 16, 2015. This initial
approval was for the treatment of adult patients with multiple myeloma who
had received at least three prior lines of therapy, including a proteasome
inhibitor and an immunomodulatory agent, or who were double-refractory to
these treatments.

- Clinical Trials: The approval was based on the results of a pivotal
clinical trial known as SIRIUS, which demonstrated that Darzalex showed
significant efficacy in patients with heavily pre-treated multiple myeloma.



The overall response rate was approximately 29%, with a median duration of
response of 7.4 months.

2. Expanded Approval (2016)

On May 9, 2016, the FDA expanded Darzalex’s approval to include use in
combination with other therapies:

- Combination with Lenalidomide and Dexamethasone: The approval was based on
the results of the POLLUX trial, where the combination showed a higher
overall response rate compared to the control group receiving lenalidomide
and dexamethasone alone.

3. Additional Indications (2017-2021)

The approval history of Darzalex continued to grow, reflecting its
versatility and effectiveness in treating multiple myeloma:

- Approved in 2017: The FDA approved Darzalex for use in combination with
bortezomib and dexamethasone for the treatment of patients who had received
at least one prior therapy. This was based on the results from the CASTOR
trial.

- Approved in 2018: Darzalex was again approved for use in patients with
newly diagnosed multiple myeloma who were ineligible for autologous stem cell
transplant when combined with bortezomib, melphalan, and prednisone, based on
the ALCYONE trial results.

- Approved in 2020: The FDA granted approval for Darzalex in combination with
carfilzomib and dexamethasone for patients with relapsed or refractory
multiple myeloma, showcasing its effectiveness across different therapeutic
combinations.

- Approved in 2021: The FDA approved Darzalex for subcutaneous
administration, allowing for a more convenient administration method for
patients and healthcare providers.

The Impact of Darzalex on Patient Outcomes

The approval of Darzalex has significantly changed the treatment paradigm for
multiple myeloma. Here are some of the key impacts:

e Improved Survival Rates: Studies have shown that the addition of
Darzalex to existing treatment regimens has led to improved overall
survival and progression-free survival rates for patients.

e Greater Treatment Options: Patients now have more options available,



enabling personalized treatment plans that cater to individual needs and
disease characteristics.

e Enhanced Quality of Life: With better management of the disease,
patients experience fewer symptoms and improved quality of life.

Future Directions and Ongoing Research

The journey of Darzalex is far from over. Ongoing research continues to
explore its potential in other indications and combinations. Some areas of
focus include:

- Early-stage Disease: Studies are underway to assess the efficacy of
Darzalex in patients with smoldering multiple myeloma and newly diagnosed
multiple myeloma.

- Combinations with Novel Agents: Researchers are investigating the potential
of combining Darzalex with other emerging therapies, including CAR T-cell
therapy and bispecific T-cell engagers.

- Long-term Safety and Efficacy: Longitudinal studies are being conducted to
assess the long-term outcomes and safety profile of Darzalex in various
patient populations.

Conclusion

The Darzalex FDA approval history illustrates a remarkable advancement in the
treatment of multiple myeloma. From its initial approval in 2015 to its
current status as a cornerstone therapy, Darzalex has provided new hope for
countless patients battling this challenging disease. As research continues
and new combinations and indications are explored, Darzalex is poised to
remain a vital part of the oncology landscape, potentially changing the
trajectory of treatment for future generations of patients.

Frequently Asked Questions

What is Darzalex and what condition does it treat?

Darzalex, or daratumumab, is a monoclonal antibody used to treat multiple
myeloma, a type of cancer that affects plasma cells in the bone marrow.

When did the FDA first approve Darzalex?

The FDA first approved Darzalex on November 16, 2015, for use in patients



with multiple myeloma who had received at least three prior lines of therapy.

What was the significance of the FDA's approval of
Darzalex?

The approval of Darzalex was significant as it provided a new treatment
option for patients with relapsed or refractory multiple myeloma, improving
outcomes for this difficult-to-treat condition.

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

Yes, Darzalex has received several additional FDA approvals for various
combinations and settings, including for use in newly diagnosed multiple
myeloma and in combination with other therapies.

What are some of the combinations approved by the
FDA involving Darzalex?

The FDA has approved Darzalex in combination with lenalidomide and
dexamethasone, bortezomib and dexamethasone, and other treatment regimens for
multiple myeloma.

What were the key clinical trials that supported the
FDA approval of Darzalex?

Key clinical trials, such as the SIRIUS trial and the CASTOR trial, provided
evidence of the efficacy and safety of Darzalex in patients with relapsed
multiple myeloma.

Is Darzalex approved for use in patients with other
conditions besides multiple myeloma?

As of now, Darzalex is primarily approved for multiple myeloma, but it is
also being investigated for use in other hematological malignancies, such as
AL amyloidosis.

What are the common side effects associated with
Darzalex?

Common side effects of Darzalex include infusion-related reactions, fatigue,
nausea, and increased risk of infections.

How has the approval of Darzalex impacted the



treatment landscape for multiple myeloma?

The approval of Darzalex has significantly impacted the treatment landscape
by providing a new option that can improve response rates and prolong
progression-free survival in patients with multiple myeloma.

What is the future outlook for Darzalex in terms of
FDA approvals and research?

The future outlook for Darzalex includes ongoing research and clinical trials
to explore its efficacy in earlier lines of therapy and in combination with
other novel agents, potentially leading to additional FDA approvals.
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