“ the FDA

made several
approvals aimed
at reducing the
frequency of
interactions
between patients
with cancer and
their health-care

providers ,,

'Office of Oncologic Diseases,
Center for Drug Evaluation
and Research, US Food and
Drug Administration,

Silver Spring, MD, USA.

2Oncology Center of
Excellence, US Food and
Drug Administration,
Silver Spring, MD, USA.
He-mail:
Laleh.AmiriKordestani@
fda.hhs.gov
https://doi.org/10.1038,
s41571-021-00477-1

COMMENT

M) Check for updates

Oncology approvals in 2020: a year
of firsts in the midst of a pandemic

applicationin oncology.

To limit potential exposure to SARS-CoV-2, in 2020
the FDA made several approvals aimed at reducing the
frequency of interactions between patients with cancer
and their health-care providers (Supplementary Table 1).
These approaches included increasing dosing intervals,
such as that for pembrolizumab (which was extended
from 3 weeks to 6 weeks), and adopting oral or subcu-
taneous formulations of already approved drugs. New
formulations approved in 2020 included three different
intravenous dosing regimens of atezolizumab, the first
oral tablet combining decitabine plus cedazuridine,
a subcutaneously injectable combination of dara-
tumumab plus hyaluronidase-fihj, and a fixed-dose
combination of pertuzumab, trastuzumab and hyalu-
ronidase-zzxf. Both subcutaneous combinations can
be administered in the outpatient setting or the patient’s
home by health-care professionals.

In 2020, several targeted therapies were approved
concurrently with companion diagnostics. These agents
included osimertinib, as the first adjuvant therapy
approved for patients with non-small-cell lung cancer
(NSCLC) harbouring mutations in EGFR; capmati-
nib, as the first FDA-approved drug for patients with
metastatic NSCLC harbouring MET exon 14 muta-
tions; and pemigatinib, as the first targeted therapy
for previously treated patients with advanced-stage
cholangiocarcinoma harbouring FGFR?2 fusions.

Other approval ‘firsts’ this year included relugolix, the
first oral androgen-deprivation therapy for advanced-
stage prostate cancer; sacituzumab govitecan-hziy, the
first antibody-drug conjugate (ADC) targeting Trop-2
for metastatic triple-negative breast cancer; mitomycin
gel for low-grade upper tract urothelial cancer; selu-
metinib for paediatric patients with neurofibromatosis
type 1 with inoperable symptomatic plexiform neuro-
fibromas; avapritinib for metastatic gastrointestinal
stromal tumours harbouring PDGFRA exon 18 muta-
tions; and tazemetostat for metastatic epithelioid sar-
coma. Selpercatinib was the first agent approved to treat
NSCLC, medullary thyroid cancer and other thyroid
cancers harbouring RET alterations. Finally, pembroli-
zumab was the first immune-checkpoint inhibitor
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In 2020, despite challenges related to the COVID-19 pandemic, the US FDA approved 30 new
drugs and biologic agents, 45 supplemental drug and biologic applications and 1 biosimilar

approved for first-line treatment of patients with meta-
static microsatellite instability-high or mismatch
repair-deficient colorectal cancer, and brexucabtagene
autoleucel became the first chimeric antigen receptor
T cell therapy approved for mantle cell lymphoma.

In 2020, tucatinib, in combination with trastu-
zumab and capecitabine for patients with metastatic
HER2-positive breast cancer (including those with brain
metastases), was the first new molecular entity reviewed
under the Oncology Center of Excellence (OCE) Project
Orbis'. This project provides a framework for concurrent
submission and review of oncology drugs among interna-
tional partners, with the goal of providing patients faster
access to drugs in countries in which substantial delays
in drug application submission and review might occur’.
The FDA is the primary coordinator for drug application
selection and review in this programme, although each
country remains completely independent with regard to
their final regulatory decision and drug labelling. The
FDA, the Australian Therapeutic Goods Administration,
Health Canada, Health Sciences Authority (Singapore)
and Swissmedic (Switzerland) collaborated on the appli-
cation review for tucatinib. In May 2020, the FDA also
welcomed the Brazilian Health Regulatory Agency
(ANVISA) to join this international partnership. Over
the course of 2020, Project Orbis led to 17 new mole-
cular entity or new active substance approvals and
32 supplemental drug approvals for new indications.

In 2020, the FDA also approved two new molec-
ular entities for multiple myeloma. Isatuximab-irfc,
a CD38-directed antibody with cytolytic activity in
combination with pomalidomide and dexamethasone,
was approved for patients who had received >2 lines of
therapy, including lenalidomide and a proteasome inhib-
itor. Belantamab mafodotin, a BCMA-directed ADC
with a microtubule inhibitor payload, was approved for
those who had received >4 lines of therapy, including an
anti-CD38 monoclonal antibody, a proteasome inhibitor
and an immunomodulatory agent.

The OCE issued nine new draft guidances in 2020,
providing recommendations to drug developers on topics
including greater inclusion of older adults in clinical trials
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“ Despite the
global COVID-19
pandemic, 2020
was an active
year for the

OCE ,,

and considerations for therapeutic development in acute
myeloid leukemia, central nervous system malignancies,
bladder and renal cell carcinoma, and premenopausal
breast cancer — all areas with unmet needs’. In addition,
nine final guidances were issued in 2020, including a set
of recommendations to encourage broadening clinical
trial eligibility criteria to patients with brain metastases,
organ dysfunction, prior malignancies, HIV, or hepatitis
B or C that were drafted in 2019 (REF).

In 2020, the OCE initiated Project Patient Voice,
a web-based source of public information describing
patient-reported outcomes (PROs) from oncology tri-
als of marketed treatments’. Although the FDA analyses
PRO-related data during the drug approval process, this
information is rarely included in product labels and has,
therefore, been largely inaccessible to the public. The
OCE also started Project Equity® and Project Silver®,
initiatives that aim to increase enrolment of patients
from minority and geriatric populations, respectively,
in oncology clinical trials to improve the generation of
evidence related to these patients. Lastly, Project Post
COVIDity was launched to collect real-world data to
provide more evidence-based information on and thus
better characterize the outcomes of patients with can-
cer who develop COVID-19, as these patients might be
excluded from cancer clinical trials.

Despite the global COVID-19 pandemic, 2020 was an
active year for the OCE. In 2021, the OCE is engaging
in Project 2025, an effort to envision the next 5 years in
oncology drug development and leverage our resources
and talents to improve collaboration with stakeholders
to move the field forward as quickly as possible.
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