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How the FDA Sped Up Cancer Product 
Development and Reviews During  
a Global Pandemic

Amid the ongoing COVID-19 public health emergency, the 
US Food and Drug Administration (FDA) has emphasised the 
importance of caring for patients with established conditions 
– particularly for those requiring chronic medical care and/
or with weakened immune systems, such as cancer patients.

In a July 2020 message to healthcare providers and patients 
with cancer, the FDA’s Oncology Center of Excellence (OCE) 
stated that it recognises that cancer patients represent a 
vulnerable population at risk of contracting COVID-19.1 The 
OCE acknowledged that although the nation’s emphasis is 
on the need to combat SARS-CoV-2, the virus that causes 
COVID-19, “patients with cancer and their unique needs 
continue to be a top priority.”

Authorised by the 21st Century Cures Act of 2016 and established 
in January 2017, the OCE collaborates with the three FDA product 
centres – the Center for Drug Evaluation and Research (CDER), the 
Center for Biologics Evaluation and Research (CBER), and the Center 
for Devices and Radiological Health (CDRH) – in an integrated 
regulatory approach to enhance cross-centre coordination for the 
clinical review of oncology products.

The OCE’s director, Richard Pazdur, MD, commented in February 
2022 on the fifth anniversary of the centre that the OCE looks 
forward to continued progress toward achieving its “vision to create 
a collaborative scientific environment to advance the development 
and regulation of oncology products for patients with cancer.”2 Since 
its inception in 2017, the OCE has created more than 30 externally 
facing programs and projects to educate, inform, conduct research, 
and collaborate, Pazdur noted. He said the OCE “is committed to 
driving change in cancer drug development that results in more 
efficient and accessible clinical trials, more effective and safer 
medical products, and better outcomes” for cancer patients. 

In 2021, the OCE developed additional research and development 
projects addressing various aspects of cancer drug development, as 
summarized in the 2021 OCE Annual Report.3 Among these were 
Project Optimus, an initiative to reform the dose optimisation and 
dose selection paradigm in oncology drug development, and the 
Rare Cancers Program, which works in conjunction with CDER’s 
Office of Oncologic Diseases (OOD) to promote the development 
of safe and effective new drugs and biologics to treat patients with 
rare cancers.

 
Pazdur noted that, despite the challenges of the second year 

of the COVID-19 public health emergency, the CDER and CBER 
oncology review teams granted a total of 80 drug approvals in 
2021. This included 15 new molecular entities (NMEs), one original 
biologics license application (BLA), 50 supplemental approvals for 

new indications, eight supplemental approvals in new populations, 
and six 505(b)(2) approvals. Eight approvals included indications 
for pediatric patients. The CDRH, also collaborating with the OCE, 
authorized 16 oncology-related in vitro diagnostic devices, including 
12 companion diagnostics. 

Facilitating Regulatory Reviews
Other endeavors in the OCE aim to facilitate the regulatory review 
process, potentially allowing patients to receive earlier access 
to medical products. Among these initiatives is Project Orbis, 
which the OCE began in May 2019 to provide a framework for 
concurrent submission and review of oncology products among 
international regulators. Another is the Real-Time Oncology Review 
(RTOR) program, which the OCE, in collaboration with the OOD, 
commenced in February 2018. 

Through participation in the voluntary RTOR program, 
applicants can submit components of individual modules (e.g., 
portions of the clinical module) at separate times. This differs from 
the existing mechanisms for rolling review in which, generally, 
complete modules (e.g., the complete clinical module) are submitted 
prior to a complete application submission. According to the FDA, 
by providing the agency with earlier access to key safety and 
efficacy data, it can identify data quality and potential review 
issues and provide feedback to the applicant, which can permit 
a more streamlined and efficient review process. In July 2022, the 
FDA published the draft guidance for industry, Real-Time Oncology 
Review (RTOR), to provide recommendations to applicants on the 
process for submission of selected new drug applications (NDAs) 
and BLAs with oncology indications for review under the RTOR 
program.4

To initiate an RTOR submission, the FDA requires the top-line 
efficacy and safety results from the applicant’s pivotal clinical 
trial(s). At this stage, the applicant should have already completed 
the database lock for the clinical trial(s). The agency noted that 
RTOR is not designed to receive live updates of clinical trial data. 
Furthermore, RTOR may not be suitable for certain biological 
products (e.g., cell and gene therapies) for which the FDA must 
consider complex manufacturing and product characteristics in 
evaluating the safety and efficacy of the product. For these types 
of products, the FDA recommends that the applicant discuss the 
product’s suitability for RTOR with the appropriate review division.

For RTOR submissions, the FDA prefers that applicants use the 
Assessment Aid, a voluntary submission to facilitate the agency’s 
assessment of the NDA/BLA application, including supplements.5 

Based on the FDA Multidisciplinary Review template, the 
Assessment Aid is intended to focus the FDA review on critical 
thinking (assessment), increase review efficiency and consistency, 
and decrease review time spent on administrative tasks (e.g., 
formatting).
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Cancer Therapeutic Approvals Under OCE Programs
To date in 2022, several CDER and CBER product approvals with 
cancer indications have involved OCE efforts, including:

• January 25: Kimmtrak (tebentafusp-tebn), from Immunocore 
Limited, a bispecific glycoprotein 100 (gp100) peptide, 
human leukocyte antigen (HLA) – directed CD3 T-cell 
engager, was approved for HLA-A*02:01 – positive adult 
patients with unresectable or metastatic uveal melanoma. 
The FDA’s review was conducted under Project Orbis and 
involved collaboration with the Australian Therapeutic 
Goods Administration (TGA), Health Canada, and the United 
Kingdom’s Medicines and Healthcare product Regulatory 
Agency (MHRA). The review also used the RTOR program 
and the Assessment Aid.

• February 28: Carvykti (ciltacabtagene autoleucel), from 
Janssen Biotech, Inc, was approved for the treatment of 
adult patients with relapsed or refractory multiple myeloma 
after ≥4 prior lines of therapy, including a proteasome 
inhibitor, an immunomodulatory agent, and an anti-CD38 
monoclonal antibody. Carvykti is a B-cell maturation antigen 
(BCMA)–directed genetically modified autologous T-cell 
immunotherapy. This review used the Assessment Aid.

• March 18: Opdualag (nivolumab and relatlimab-rmbw), from 
Bristol-Myers Squibb Company, was approved for adult 
and pediatric patients aged ≥12 years with unresectable or 
metastatic melanoma. Opdualag is a fixed-dose combination 
of two IgG4 kappa monoclonal antibodies: nivolumab, a 
programmed death receptor-1 (PD-1)–blocking antibody, 
and relatlimab, a lymphocyte activation gene-3 (LAG-3)–
blocking antibody. This review occurred under Project Orbis 
and involved collaboration with the TGA and Switzerland’s 
Swissmedic. The review also used the RTOR program and the 
Assessment Aid.

• March 23: Pluvicto (lutetium Lu 177 vipivotide tetraxetan), 
a radioligand therapeutic agent from Advanced Accelerator 
Applications USA, Inc, a Novartis company, was approved 
for the treatment of adult patients with prostate-specific 
membrane antigen (PSMA)–positive metastatic castration-
resistant prostate cancer (mCRPC) who have been treated with 
androgen receptor (AR) pathway inhibition and taxane-based 
chemotherapy. This review used the Assessment Aid.

More recently, on August 5, the FDA approved Enhertu (fam-
trastuzumab deruxtecan-nxki), from Daiichi Sankyo, Inc, for the 
treatment of adult patients with unresectable or metastatic HER2-
low (IHC 1+ or IHC 2+/ISH-) breast cancer who have received a 
prior chemotherapy in the metastatic setting or developed disease 
recurrence during or within six months of completing adjuvant 
chemotherapy. Originally approved in December 2019, Enhertu is 
the first approved therapy targeted to patients with the HER2-low 
breast cancer subtype, which is a newly defined subset of HER2-
negative breast cancer, the FDA stated in the announcement of the 
recent approval.6 This review was conducted under Project Orbis 
and involved collaboration with the TGA, Health Canada, and 
Swissmedic.

Advancing the Fundamental Understanding 
While broadening the cancer treatment armamentarium is crucial, 
it requires expanding the knowledge of the underlying science. 
The National Cancer Institute (NCI) notes that certain people with 
cancer, especially those who are receiving treatment for cancer, 

may be more likely to have severe illness from COVID-19. To 
advance the understanding of COVID-19 in people with cancer, 
the NCI is conducting the NCI COVID-19 in Cancer Patients Study 
(NCCAPS), a longitudinal natural history study in approximately 
2,000 participants.7 The study collects blood samples, medical 
information, and medical images from patients with a prior or 
current cancer diagnosis and with a positive SARS CoV-2 test 
within 14 days of enrollment. The goals of NCCAPS include the 
following:

• Learn more about the risk factors related to serious illness from 
COVID-19 in people who are receiving treatment for cancer.

• Study how COVID-19 affects cancer treatment and the results 
of the treatment.

• Find genetic risk factors and markers of serious illness from 
COVID-19 in people with cancer.

• Create a bank of data, blood samples, and images from people 
with COVID-19 and cancer for future research.

The knowledge acquired via NCCAPS “will help doctors better 
manage treatment for people with cancer and COVID-19 in the 
future,” according to the NCI. “It will also help doctors understand 
how COVID-19 and cancer affect one another.”8 NCCAPS began in 
May 2020 and is projected to complete in May 2023.
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