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Frequently Asked Questions on the Emergency Use Authorization of Bebtelovimab for the
Treatment of COVID-19

Q. What is an Emergency Use Authorization (EUA)?
A: Under section 564 of the Federal Food, Drug & Cosmetic Act, the FDA may, pursuant to a declaration
by the HHS Secretary based on one of four types of determinations, authorize an unapproved product or
unapproved uses of an approved product for emergency use. In issuing an EUA, the FDA must
determine, among other things, that, based on the totality of scientific evidence available, including data
from adequate and well-controlled clinical trials, if available, it is reasonable to believe that the product
may be effective in diagnosing, treating, or preventing a serious or life-threatening disease or condition
caused by a chemical, biological, radiological, or nuclear agent; that the known and potential benefits,
when used to treat, diagnose or prevent such disease or condition, outweigh the known and potential
risks for the product; and that there are no adequate, approved, and available alternatives. Emergency
use authorization is NOT the same as FDA approval or licensure.

y appropriate.

rate COVID-19 in geographic regions
ceptible SARS-CoV-2 variant based on

ese drugs and regional variant frequency.

ine whether use in a geographic region is consistent with

Bebtelovimab is not autho™Mgd for use in patients who:
e are hospitalized due to COVID-19 OR
e require oxygen therapy and/or respiratory support due to COVID-19, OR
e require an increase in baseline oxygen flow rate and/or respiratory support due to COVID-19
and are on chronic oxygen therapy and/or respiratory support due to underlying non-COVID-19
related comorbidity.

Treatment with bebtelovimab has not been studied in patients hospitalized due to COVID-19.
Monoclonal antibodies, such as bebtelovimab, may be associated with worse clinical outcomes when
administered to hospitalized patients with COVID-19 requiring high flow oxygen or mechanical
ventilation.
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http://www.fda.gov/media/156151/download
https://covid.cdc.gov/covid-data-tracker/?CDC_AA_refVal=https%3A%2F%2Fwww.cdc.gov%2Fcoronavirus%2F2019-ncov%2Fcases-updates%2Fvariant-proportions.html#variant-proportions
https://covid.cdc.gov/covid-data-tracker/?CDC_AA_refVal=https%3A%2F%2Fwww.cdc.gov%2Fcoronavirus%2F2019-ncov%2Fcases-updates%2Fvariant-proportions.html#variant-proportions
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-framework/emergency-use-authorization#coviddrugs
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Q. How are the monoclonal antibody therapies affected by the SAR-CoV-2 viral variants in the U.S.?

A: Circulating SARS-CoV-2 viral variants may be associated with resistance to monoclonal antibodies. The
frequency of these variants is being monitored by the FDA, Centers for Disease Control and Prevention
(CDC), and other stakeholders. Health care providers should review the Antiviral Resistance information
in the authorized Fact Sheets for each monoclonal antibody therapy (see Section 12.4 for bebtelovimab)
available under an EUA for details regarding specific variants and resistance.

Health care providers should also refer to the CDC website on Variant Proportions, and information from
state and local health authorities regarding reports of viral variants of importance in their region to
guide treatment decisions.

Q: What does direct SARS-CoV-2 viral testing mean?
A: Direct SARS-CoV-2 viral tests diagnose current COVID-19 infection. Dirg
include two types of diagnostic tests for COVID-19:
e Molecular tests, such as reverse transcription polymerase
detect the virus’s genetic material.
e Antigen tests that detect specific proteins from the vi

ARS-CoV-2 viral tests

RT-PCR) tests, that

Antibody tests should not be used to diagnose COVID-19 ajid are n ect SARS-CoV-2 viral
tests. Antibody tests look for antibodies that the imm kes in response to the SARS-CoV-2
virus.

Q. How is high risk defined under the EU
A. Information for health care providers abdt nditions that place a patient with mild-to-
moderate COVID-19 at increased ris disege progression or death can be found at the CDC website

i igher Risk for Severe COVID-19: Information for
oviders'should consider the benefit-risk for an individual patient.

A general overview of mg iti hat make it more likely an individual will get very sick from
public can be found on the CDC website People with Certain

Q. Can adults weighing less ™han 40 kg receive bebtelovimab?

A: Yes. Bebtelovimab is authorized for the treatment of mild-to-moderate COVID-19 in adults and
pediatric patients (12 years of age and older weighing at least 40 kg) with positive results of direct SARS-
CoV-2 viral testing, and who are at high risk for progression to severe COVID-19, including
hospitalization or death. Adults can be treated regardless of their weight; pediatric patients must be at
least 12 years of age and weigh at least 40 kg.

Q. When should bebtelovimab be administered to a patient?

A. The EUA authorizes bebtelovimab to be administered by a qualified healthcare provider as a single
intravenous infusion (1V) as soon as possible after positive viral test for COVID-19 and within seven (7)
days of symptom onset. Bebtelovimab must be administered as a single IV infusion over at least 30
seconds. More information about administration is available in the Fact Sheet for Health Care Providers.
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https://covid.cdc.gov/covid-data-tracker/#variant-proportions
https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html
https://www.cdc.gov/coronavirus/2019-ncov/hcp/clinical-care/underlyingconditions.html
https://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.html
https://www.cdc.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-conditions.html
https://www.fda.gov/media/156152/download
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Q: Does “within seven (7) days of symptom onset” mean that a patient should have shown symptoms
to receive bebtelovimab for its treatment use?

A. Yes. Symptom onset is the point at which a patient starts exhibiting symptoms. Patients should be
treated as soon as possible after a positive viral test for SARS-CoV-2 and within seven (7) days of COVID-
19 symptom onset. If a patient has a positive viral test for SARS-CoV-2 but does not show symptoms,
they do not meet the definition of mild-to-moderate disease.

For more information on mild-to-moderate COVID-19, refer to the National Institutes of Health’s
website at: Clinical Spectrum | COVID-19 Treatment Guidelines (nih.gov).

Q. Does the EUA permit the use of bebtelovimab as authorized in patients hospitalized for reasons
other than COVID-19?

A. If a patient is hospitalized for reasons other than COVID-19, such as for an elective orthopedic
procedure, and the patient reports mild-to-moderate symptoms of COVIRgi confirmed with positive
results of a direct SARS-CoV-2 viral test, then treatment with bebtelo\g
also at high risk for progression to severe COVID-19, including hosgj
and conditions of the authorization are met, as detailed in the E

Bebtelovimab is not authorized for use in patients:

e who are hospitalized due to COVID-19, or

e who require oxygen therapy and/or respig ort due to COVID-19, or

e who require an increase in baseline o 3te®nd/or respiratory support due to COVID-
19 (in those on chronic oxygen thegp

government. You may also wi
in your area.

cvere infusion reaction, such as anaphylaxis, and have the ability to
ical system, if necessary. Please speak with your doctor or contact your
partment for more information.

local or state public health d

Q. Is bebtelovimab approved by the FDA to treat COVID-19?
A. No. Bebtelovimab is an investigational drug. It is not currently FDA-approved to treat any diseases or
conditions, including COVID-19.

Q. Is bebtelovimab a monoclonal antibody? What are monoclonal antibodies?

A. Yes, Bebtelovimab is a monoclonal antibody. Monoclonal antibodies are laboratory-produced
molecules engineered to serve as substitute antibodies that can restore, enhance or mimic the immune
system's attack on pathogens. Bebtelovimab is designed to block viral entry into human cells, thus
neutralizing the virus.
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https://www.covid19treatmentguidelines.nih.gov/overview/clinical-spectrum/
http://www.fda.gov/media/156152/download
https://gcc02.safelinks.protection.outlook.com/?url=https%3A%2F%2Fcovid-19-therapeutics-locator-dhhs.hub.arcgis.com%2F&data=05%7C01%7CCicely.Waters%40hhs.gov%7C0339fad457424c250a2708da82061e69%7Cd58addea50534a808499ba4d944910df%7C0%7C0%7C637965260040686952%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=w8Z6D%2Bvw0MV62B9QLvLG9Z89yESIcm32R9AitiIT0lk%3D&reserved=0
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Q. Are there data showing bebtelovimab might benefit patients with COVID-19?
A. Yes. These data and a detailed discussion of FDA’s overall benefit risk assessment for bebtelovimab
can be found in Section 14 of the authorized Fact Sheet for Health Care Providers.

To summarize, the clinical data are from a phase 2, randomized, single-dose clinical trial evaluating the
efficacy of bebtelovimab alone and bebtelovimab combined with other monoclonal antibodies for
treating mild-to-moderate COVID-19.

e The placebo-controlled portion of the trial enrolled 380 low-risk patients (i.e., patients without
risk factors for progression to severe COVID-19). Patients in this part of the trial were
randomized to receive a single infusion of bebtelovimab alone, bebtelovimab with other
monoclonal antibodies, or a placebo. Treatment with bebtelovimab resulted in a reduction in
time to sustained symptom resolution compared to placebo. Reduction in viral load relative to
placebo was also seen on Day 5 after treatment.

pnts with risk factors
eive a single infusion
onoclonal antibodies.

. th through Day 29 seen in those who
lonal antibodies were generally lower than

the placebo rate reported in prior 8§ onoclonal antibodies in high risk patients.
Conclusions are limited as these dat Oifferent trials that were conducted when
different viral variants wer tinQand baseline risk factors varied.

Q. Are there side effects (ad

A. Serious hypersensitivity i ing anaphylaxis, have been observed with administration of

other SARS-CoV-2 mong 3 s and could occur with administration of bebtelovimab. If signs

or symptoms of a clin @ Wt hypersensitivity reaction or anaphylaxis occur, immediately

discontinue administrati®@and initiate appropriate medications and/or supportive care.

Infusion-related reactions, which may occur up to 24 hours after the injection, have been observed in
clinical trials of bebtelovimab when administered with other monoclonal antibodies and may occur with
use of bebtelovimab alone. These reactions may be severe or life threatening.

Signs and symptoms of infusion-related reactions may include:

fever, difficulty breathing, reduced oxygen saturation, chills, fatigue, arrhythmia (e.g., atrial fibrillation,
sinus tachycardia, bradycardia), chest pain or discomfort, weakness, altered mental status, nausea,
headache, bronchospasm, hypotension, hypertension, angioedema, throat irritation, rash including
urticaria, pruritus, myalgia, vasovagal reactions (e.g., pre-syncope, syncope), dizziness and diaphoresis
(excessive sweating). There have been reports of clinical worsening of COVID-19 after administration of
COVID-19 monoclonal antibodies under EUA; signs or symptoms may include fever, hypoxia or increased
respiratory difficulty, arrhythmia (e.g., atrial fibrillation, sinus tachycardia, bradycardia), fatigue, and
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http://www.fda.gov/media/156152/download
https://clinicaltrials.gov/ct2/show/NCT04634409
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altered mental status. Some of these events required hospitalization. It is not known if these events
were related to COVID-19 monoclonal antibody use or were due to progression of COVID-19.

The following adverse reactions (i.e., adverse events assessed as causally related) have been observed in
those who have received bebtelovimab alone or when administered with other monoclonal antibodies
at the authorized dose or higher:

e Infusion-related reactions (n=2, 0.3%)
e ltching (n=2, 0.3%)
e Rash (n=5, 0.8%)

The most common treatment-emergent adverse events observed in subjects treated with bebtelovimab,
alone or in combination with bamlanivimab and etesevimab, at the authorized dose or higher included
nausea (0.8%) and vomiting (0.7%).

These are not all the possible side effects of bebtelovimab. Serious a bd side effects may
happen. It is possible that all of the risks are not known at this ti

Q. How can bebtelovimab be obtained for use under the
A. Starting August 15, 2022, bebtelovimab is availabl

ries and providers to purchase
ation on bebtelovimab’s transition
ilable supply can be found on HHS/ASPR’s

are facilities and providers as part of the EUA?
health care providers who prescribe bebtelovimab to report all

Q. Are there reporting require
A. Yes. As part of the EUA, FD
medication errors and serigus
through FDA’s MedWaighl AORers

report online; or do '@ﬁ g ete the form, then submit it via fax at 1-800-FDA-0178. This
requirement is outlinea e EUA’s Fact Sheet for Health Care Providers. FDA MedWatch forms should
also be provided to Lilly.

Q. Do patient outcomes need to be reported under the EUA?

A. No, reporting of patient outcomes is not required under the EUA. However, reporting of all
medication errors and serious adverse events considered to be potentially related to bebtelovimab is
required.

Q. Does the EUA authorize bebtelovimab to be used to prevent COVID-19?
A. No. Bebtelovimab is not authorized for the prevention of COVID-19.

Q. Can health care providers share the Fact Sheet for Patient, Parents, and Caregivers electronically?
A. The letter of authorization for bebtelovimab permits Lilly and its authorized distributors to make the
Fact Sheets available to healthcare facilities and health care providers through electronic means.

8/26/2022


https://aspr.hhs.gov/COVID-19/Therapeutics/updates/Pages/important-update-11August2022.aspx
mailto:c19therapies@amerisourcebergen.com
https://www.fda.gov/safety/medwatch-fda-safety-information-and-adverse-event-reporting-program
https://www.accessdata.fda.gov/scripts/medwatch/index.cfm
https://www.fda.gov/media/85598/download
http://www.fda.gov/media/156152/download
http://www.fda.gov/media/156151/download
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Q. Can | be vaccinated for COVID-19 if | was treated with a monoclonal antibody for COVID-19?
A. Health care providers should refer to recommendations of the Advisory Committee on Immunization
Practices regarding vaccination.
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https://www.cdc.gov/vaccines/hcp/acip-recs/vacc-specific/covid-19.html
https://www.cdc.gov/vaccines/hcp/acip-recs/vacc-specific/covid-19.html



