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ABSTRACT

Introduction: Adintrevimab is a fully human
immunoglobulin G1 extended half-life mono-
clonal antibody that was developed to have
broad neutralization against SARS-CoV, SARS-
CoV-2, and other SARS-like CoVs with pan-
demic potential. Here we report the safety,
pharmacokinetics (PK), serum viral neutralizing
antibody (sVNA) titers, and immunogenicity
results of the first three cohorts evaluated in the
first-in-human study of adintrevimab in healthy
adults.
Methods: This is a phase 1, randomized, pla-
cebo-controlled, single ascending-dose study of
adintrevimab administered intramuscularly
(IM) or intravenously (IV) to healthy adults
aged C 18–55 years with no current or prior
SARS-CoV-2 infection. Participants were ran-
domized 8:2 to adintrevimab or placebo in each
of three dose cohorts: adintrevimab 300 mg IM
(cohort 1), 500 mg IV (cohort 2), and 600 mg IM

(cohort 3). Follow-up was 12 months. Blood
samples were taken predose and at multiple
time points postdose up to month 12 to assess
sVNA, PK, and antidrug antibodies (ADAs).
Results: Thirty participants received a single
dose of adintrevimab (n = 24; 8 per cohort) or
placebo (n = 6). All except one adintrevimab
participant in cohort 1 completed the study. No
participants in any treatment arm experienced a
study drug-related adverse event. Across adin-
trevimab-treated participants, 11 (45.8%) expe-
rienced at least one TEAE. All but one TEAE were
mild in severity, and all were either viral infec-
tion or respiratory symptoms. There were no
serious adverse events, discontinuations due to
adverse events, or deaths. Adintrevimab exhib-
ited a linear and dose-proportional PK profile
and extended serum half-life (mean 96, 89, and
100 days in cohorts 1, 2, and 3, respectively).
Participants receiving adintrevimab demon-
strated dose-dependent increased sVNA titers
and breadth across multiple variants.
Conclusion: Adintrevimab at doses of 300 mg
IM, 500 mg IV, and 600 mg IM was well toler-
ated in healthy adults. Adintrevimab demon-
strated dose-proportional exposure, rapid
development of neutralizing antibody titers,
and an extended half-life.
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Key Summary Points

Why carry out this study?

This Phase 1, randomized, double-blind,
single ascending-dose study was carried
out to evaluate safety, tolerability,
pharmacokinetics (PK), and
immunogenicity of a single intramuscular
(IM) or intravenous (IV) dose of
adintrevimab in healthy participants.

What was learned from the study?

Adintrevimab was safe and well tolerated
in healthy adults. PK was expected,
proportional to dose, and correlated to
sVNA titers. Immunogenicity was
infrequent and ADA titers low.

INTRODUCTION

Since the end of November 2022, there have
been over 632 million confirmed cases of
COVID-19 and over 6.5 million COVID-19–re-
lated deaths globally [1]. While vaccines are
highly effective in preventing severe COVID-19,
waning immunity and the emergence of new,
highly transmissible variants of concern (VOCs)
represent ongoing global public health issues
[1–3]. There is a continued need for therapies to
prevent or treat COVID-19 that are broadly
neutralizing and have ease of use in community
settings.

Adintrevimab, formerly known as ADG20, is
a fully human immunoglobulin (Ig) G1 mono-
clonal antibody (mAb) derived from a survivor
of the SARS 2003 epidemic and engineered to
have high potency and broad neutralizing
activity against SARS-CoV-2 and other SARS-like
CoVs with pandemic potential. Adintrevimab
prevents viral entry into host cells by binding to
a highly conserved epitope on the receptor-
binding domain of the SARS-CoV-2 spike pro-
tein [4–6]. In addition, the crystallizable frag-
ment region of the heavy chain contains an LA

modification (M428L/N434A) to provide an
extended half-life [7]. Using a population
pharmacokinetic (PK) model, a median half-life
of 141–152 days was estimated following
300 mg intramuscular (IM) administration for
prevention and treatment, respectively [8].
In vitro, adintrevimab demonstrated potent
neutralization activity against clade 1 SARS-like
CoVs and most SARS-CoV-2 VOCs tested,
including B.1.1.7/Alpha, B.1.351/Beta, P.1/
Gamma, B.1.617.1/Delta, and B.1.617.2/Delta
[4, 5, 9]. Adintrevimab has shown reduced
in vitro neutralization against Omicron BA.1/
BA1.1 sublineages and no neutralizing activity
against other Omicron sublineages [9]. In both
Syrian golden hamster and rhesus macaque
in vivo models, prophylactic administration of
a single dose of adintrevimab provided protec-
tion from SARS-CoV-2 infection in a dose-de-
pendent manner [10].

Here we report results from the first three
dose cohorts of a first-in-human, phase 1 study
of adintrevimab in healthy adults. These
cohorts evaluated the safety, tolerability, PK,
serum-neutralizing titers, and immunogenicity
of adintrevimab at doses up to 600 mg IM and
500 mg IV. Higher doses of adintrevimab have
been evaluated separately to establish safety
margins given that emerging variants may have
varying susceptibilities to adintrevimab.

METHODS

Study Ethics

The study was performed in accordance with
the Declaration of Helsinki with principles
consistent with International Council for Har-
monisation Good Clinical Practice and appli-
cable regulatory requirements. Institutional
Review Board (IRB) approval was obtained for
the investigation from Advarra IRB Services. All
participants provided IRB-approved written
informed consent prior to receiving study
drugs.
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Study Design and Participants

This was a randomized, double-blind, placebo-
controlled, single ascending dose, phase 1 study
conducted at a single center in the USA. The
doses of adintrevimab selected for this study
were based on a quantitative systems pharma-
cology (QSP) whole-body physiologically based
pharmacokinetic (PBPK) model for extended
half-life monoclonal antibodies following IV
and IM administration [11]. The model was
developed based on published literature
describing monoclonal antibody distribution
kinetics in humans, including binding affinity
to Fc receptors and IM bioavailability [12].

Eligible participants were male or female
aged C 18 to 55 years with body mass index
C 18.5 and\30.0 kg/m2 and in good health
with no clinically significant abnormalities
based on medical history, physical examina-
tion, vital signs, electrocardiogram, and labo-
ratory values. Participants were required to have
a laboratory-confirmed negative SARS-CoV-2
test (as measured by reverse transcription poly-
merase chain reaction [RT-PCR] and negative
SARS-CoV-2 serology [Confirm Biosciences
Rapid IgG and IgM Lateral flow immunoassay
kit] from a sample taken during the screening
period, with an additional negative [repeat]
SARS-CoV-2 RT-PCR test on the day prior to
randomization [day-1]). Female participants of
childbearing potential had to be using an
approved form of contraception through
6 months after receipt of study drug and have
negative results on a pregnancy test at screening
and on day 1, and male participants with part-
ners of child-bearing potential had to use a
medically acceptable method of contraception
through 6 months after receipt of study drug.

Participants were not eligible if they had a
chronic medical condition; known or suspected
allergy, intolerance, or hypersensitivity to any
component of the study drug; receipt of inves-
tigational or licensed vaccine indicated for the
prevention of SARS CoV-2 or COVID-19 or
expected receipt within 180 days (* 6 months)
of dosing; confirmed or potential SARS-CoV-2
or COVID-19 infection; or symptoms of acute
respiratory illness or other febrile illness within

2 weeks before dosing. See supplementary
appendix for a full list of exclusion criteria.

Screening assessments were performed up to
28 days before dosing. Study design is shown in
Fig. 1. Participants were admitted to the clinical
unit on the day before randomization (day-1).
The first two participants (sentinel participants)
in each dosing cohort were randomized 1:1 to
adintrevimab or placebo. The investigator was
to review available safety data through 72 h (IM
cohorts) or through 24 h (IV cohort) post dose
for the sentinel participants. If the investigator
had no safety concerns, the remainder of the
participants in the cohort were to be dosed.
Dose escalation to cohorts 2 and 3 was deter-
mined by a safety review committee based on
14-day safety and tolerability data from all
participants in cohort 1. Enrollment was plan-
ned for 30 participants (10 per cohort). Partici-
pants returned to the clinic for assessments on
days 7, 14, and 21 and months 3, 6, and 12 (end
of study) and were monitored by weekly phone
calls from day 21 onward. All participants who
completed the study were followed for
12 months. Cohorts 1–3 participated in the
study from February 2021 through March 2022.

Study Endpoints

The primary objective was to evaluate the safety
and tolerability of a single dose of adintrevimab,
including the incidence of treatment-emergent
adverse events (TEAEs) and serious adverse
events (SAEs), injection site reactions (ISRs),
hypersensitivity reactions, and changes from
baseline in clinical laboratory test results and
vital signs. Secondary objectives included eval-
uation of PK (area under the concentra-
tion–time curve from time zero extrapolated to
infinity [AUC0-inf], maximum concentration
[Cmax], time to maximum concentration [Tmax],
clearance [CL], half-life [t1/2], apparent volume
of distribution during terminal phase [Vz], and
volume of distribution at steady state [Vss]) and
immunogenicity (development of anti-drug
antibodies [ADAs] to adintrevimab) of adintre-
vimab. Exploratory objectives were to evaluate
ex vivo serum-neutralizing activity against
SARS-CoV-2 and the potential for antibody-

Infect Dis Ther (2023) 12:1365–1377 1367



dependent enhancement of COVID-19 infec-
tion and/or disease.

Assessments

AEs were reported in accordance with standard
medical terminology when possible (verbatim
AE terms were coded to standardized system
organ class, lower-level terms, and preferred
terms using Medical Dictionary for Regulatory
Activities). AEs were classified as mild, moderate,
or severe and were determined by the investi-
gator as related or unrelated to study drug. ISRs
in cohorts 1 and 3 were assessed using US Food
and Drug Administration Guidance for Indus-
try: Toxicity Grading Scale for Healthy Adult
and Adolescent Volunteers Enrolled in Preven-
tive Vaccine Clinical Trials (2007) [13]. Serious
AEs were assessed through 12 months postdos-
ing and solicited AEs through day 4 (defined as
ISRs associated with IM administration).
Hypersensitivity reactions were recorded as AEs
of special interest (AESIs) through 72 h after
dosing. Antibody-dependent enhancement was
monitored in participants who tested positive
for COVID-19 and might have had symptoms of
greater severity than what might be expected
such as development of complications, need for
hospitalization or mechanical ventilation, or
death.

Serum adintrevimab concentrations were
determined using a validated hybrid ligand-
binding liquid chromatography-high resolution
mass spectrometry (LC/HRMS/MS) assay. For IM
dose groups, blood samples for measuring PK
were drawn predose, 8 h post dose on Day 1,
24 h post dose (Day 2), and on days 7, 14, and
21 and months 3, 6, and 12. For IV dose group,
blood samples for measuring PK were drawn
predose, at end of the infusion, 8 h after the
start of infusion on Day 1, 24 h after start of
infusion (Day 2), days 7, 14, and 21, and
months 3, 6, and 12. Serum samples were eval-
uated for anti-adintrevimab antibodies predose
on day 1 and postdose on days 14 and 21 and
months 3, 6, and 12 (PPD BioA,Richmond VA).

Ex vivo neutralizing activity of adintrevimab
against SARS-CoV-2 over time was based on
plasma samples drawn predose (baseline) on
day 1, then postdose on days 1, 2, 7, 14, and 21
and months 3, 6, and 12. Serum virus neutral-
izing antibody (sVNA) titers were determined
using a plaque reduction assay against authen-
tic SARS-CoV-2 D614G (BavPat1/2020; cohorts
1–3) and Beta/B.1.351, Gamma, Delta/
B.1.617.2, and Omicron BA.1 variants (cohort 1
only) (Viroclinics, Rotterdam, The Nether-
lands). Neutralizing antibody titers were repor-
ted using a measure of maximum serum
dilution that reduced the plaque number by

Fig. 1 Study design
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50% (MN50) and 80% (MN80) compared with
virus-only control (i.e., no serum or plasma
present). Neutralizing titers were analyzed using
methodology detailed by Zielinska et al. [14].

Blood was collected prior to dosing and post-
dose at Months 3, 6, and 12 to monitor for
asymptomatic SARS-CoV-2 infection based on
the detection of antibodies to the SARS-CoV-2
‘‘N’’ antigen (Eurimmun anti-SARS-CoV-2 NCP
ELISA (IgG)). Participants who developed
COVID-19-like illness (CLI)-qualifying symp-
toms with laboratory confirmation of SARS-
CoV-2 were monitored daily until resolution of
symptoms.

Statistical Analysis

The sample size was determined based on hav-
ing a reasonable number of participants to
provide meaningful statistical estimates (no
formal power calculation for hypothesis test-
ing). The safety population comprised all par-
ticipants who received any amount of study
drug; the PK population included all partici-
pants in the safety population who had adin-
trevimab concentration data for at least two
postdose time points. The immunogenicity
population included all participants in the
safety population who had a valid immuno-
genicity test result predose and at least one
postdose time point.

Participant baseline characteristics, safety,
and immunogenicity data were summarized
using descriptive statistics. Placebo participants
were pooled across dose groups for safety
analyses.

Serum PK parameters were estimated for
adintrevimab using non-compartmental analy-
sis methods (WinNonLin software, Phoenix
8.2). Descriptive statistics of AUC0-inf, Cmax,
Tmax, CL(/F), t1/2, Vz(/F), and Vss (/F) were pro-
vided for each dose level.

RESULTS

Thirty participants (10 in each of 3 cohorts)
were randomized to adintrevimab (n = 24) or
placebo (n = 6; Fig. 2). All participants received
the full dose of study drug (or placebo) and

completed the study with 12 months of follow-
up, except one participant in the adintrevimab
arm of cohort 1 who withdrew from the study
190 days after dosing.

Baseline characteristics were well balanced
among cohorts and participants who received
adintrevimab or placebo in each cohort
(Table 1). All participants were asymptomatic
and had negative COVID-19 IgG and IgM
serology tests and RT-PCR tests at time of
screening.

Safety and Tolerability

The incidence of TEAEs among participants
who received adintrevimab was 25.0% (2/8),
75.0% (6/8), and 37.5% (3/8) in cohorts 1, 2,
and 3, respectively, and 16.7% (1/6) in the
pooled placebo group (Table 2). No deaths,
SAEs, hypersensitivity or infusion reaction, or
solicited ISRs were reported. All TEAEs were
mild or moderate in severity and considered
unrelated to study drug. The most frequently
reported TEAS among the adintrevimab-treated
participants were influenza-like illness (n = 4),
COVID-19 (n = 3), and nasopharyngitis (n = 2).
All remaining TEAEs in the adintrevimab group
were mild respiratory symptoms or viral rash
reported in one participant each. Placebo
groups reported one TEAE, which was chest
pain.

Participants testing positive for COVID-19
had mild or moderate disease. As the cases were
primarily mild in nature and did not worsen, no
cases were considered attributable to antibody-
dependent enhancement. All cases of COVID-
19 occurred approximately 9 months post dose
and after Omicron became the dominant vari-
ant, to which adintrevimab had reduced
susceptibility.

Anti-Drug Antibodies

All participants were negative at baseline, and
all participants in the placebo arm remained
ADA-negative through Month 12. Treatment-
emergent ADAs were relatively infrequent,
occurring in four (16.7%) participants treated
with adintrevimab, including three in the
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300 mg IM group and one in the 600 mg IM
group, and were observed at month 3 (n = 1
participant), month 6 (n = 1), and month 12
(n = 3). Overall detected ADA titers were low.
Based on a minimum required dilution of 90,
the lowest reportable titer was 90. Three par-
ticipants with treatment-emergent ADA at
Month 12 visit had a median titer of 90 (range
90–180). One participant had a titer of 720 at
Month 3 but was ADA negative at later time
points.

Pharmacokinetic Profile

The observed PK profile for a single dose of
adintrevimab 300 mg IM, 500 mg IV, or 600 mg
IM was linear and dose proportional (Fig. 3).
The mean AUC0-inf (SD) was 166,941.88
(38,392.98) hr*lg/ml, 343,843.48 (62,370.89)
hr*lg/ml, and 366,186.19 (117,163.75) hr*lg/
ml for the 300 mg IM, 500 mg IV, and 600 mg
IM dose, respectively (Table 3). Adintrevimab
demonstrated an extended half-life with both
IM and IV modes of administration, with a
mean (SD) t1/2 of 96 (14), 89 (9), and 100 (25)
days in cohorts 1, 2, and 3, respectively. The
median Tmax was 311.65 h (143.6–483.1)

[13 days (range: 6–20)] after a single 300 mg IM
dose.

Serum Viral Neutralizing Antibody Titers

Adintrevimab serum concentration strongly
correlated with sVNA titers (Fig. 4). In the
adintrevimab IM treatment groups, MN80 titers
against SARS-CoV-2 (BavPat1/2020/D614G
variant) peaked at 7 to 14 days post dose,
whereas titers peaked immediately post infusion
in the IV treatment group. The MN80 titers
against BavPat1/2020/D614G were sustained
through 6 months and remained
detectable across all adintrevimab treatment
groups through Month 12 (Fig. 5A).

MN80 and MN50 titers against other variants
were analyzed using an exploratory research
assay for samples from participants in cohort 1.
Following 300 mg adintrevimab IM, MN80
titers were detected through 6 months post dose
against multiple variants, including BavPat1/
2020/D614G, Beta, Gamma, and Delta variants,
with the highest titers against Delta. MN80
titers against Omicron were below the limit of
the assay at most time points, as anticipated
based on the reduced activity of adintrevimab

Fig. 2 Participant disposition. IM intramuscular, IV intravenous, PK pharmacokinetic
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Table 1 Baseline characteristics

Cohort 1 300 mg IM
(n = 8)

Cohort 2 500 mg IV
(n = 8)

Cohort 3 600 mg IM
(n = 8)

Placeboa

(n = 6)

Age, years

Median (range) 35.0 (18–45) 41.5 (28–54) 39.0 (25–55) 36.0 (18–48)

C 50 0 (0) 2 (25.0) 2 (25.0) 0 (0)

Female sex 4 (50.0) 6 (75.0) 4 (50.0) 2 (33.3)

Race

Asian 0 (0) 0 (0) 0 (0) 1 (16.7)

Black/African American 1 (12.5) 1 (12.5) 1 (12.5) 0 (0)

White 5 (62.5) 7 (87.5) 7 (87.5) 4 (66.7)

Native Hawaiian/Pacific

Islander

2 (25.0) 0 (0) 0 (0) 0 (0)

Multiple 0 (0) 0 (0) 0 (0) 1 (16.7)

BMI, mean (SD), kg/m2 23.5 (2.9) 23.7 (2.0) 24.7 (3.5) 24.5 (3.2)

Data are reported as are n (%) unless otherwise specified
aCohorts 1–3 placebo combined
BMI body mass index, IM intramuscular, IV intravenous

Table 2 Safety summary

Cohort 1
300 mg IM
(n = 8)

Cohort 2
500 mg IV (n = 8)

Cohort 3
600 mg IM
(n = 8)

Placeboa

(n = 6)

No. of participants with any TEAE 2 (25.0) 6 (75.0) 3 (37.5) 1 (16.7)

Unsolicited TEAE 2 (25.0) 6 (75.0) 3 (37.5) 1 (16.7)

Solicited TEAE (ISR) 0 0 0 0

No. of participants with severe TEAE 0 0 0 0

Drug-related AE 0 0 0 0

SAE 0 0 0 0

Hypersensitivity reactions/AESIs 0 0 0 0

TEAE leading to discontinuation 0 0 0 0

Fatal TEAE 0 0 0 0

Data are reported as n (%) unless otherwise specified and are for participants in the safety population with an AE, unless
specified otherwise. AESI is defined as a hypersensitivity reaction to IM injection recorded through 72 h post-dosing.
Solicited TEAEs are local reactions to IM injection, collected days 1–4. TEAE is defined as any event not present prior to
study drug initiation or event that worsens in intensity or frequency following study drug exposure
aCohorts 1–3 placebo combined
AE adverse event, AESI adverse event of special interest, IM intramuscular, ISR injection-site reaction, IV intravenous, SAE
serious adverse event, TEAE treatment-emergent adverse event
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against the Omicron variant. All participants
treated with adintrevimab demonstrated
detectable MN50 titers against Omicron at two
or more early time points (between Days 1 and
21), ranging from 25 to 189, but only three had
detectable titers at Month 3 (Fig. 5B, C).

DISCUSSION

This study reports first-in-human data of the
fully human IgG1 monoclonal antibody adin-
trevimab, studied for the treatment and pre-
vention of COVID-19. In this dose-escalation
study, a single dose of adintrevimab adminis-
tered at 300 mg IM, 600 IM, or 500 mg IV was
well tolerated by healthy adults with no serious
AEs, discontinuations due to study treatment,
or deaths. AEs that did occur were mild, except
one case of moderate COVID-19. There were no
ISRs or hypersensitivity reactions. Adintre-
vimab’s safety profile was consistent with other
SARS-CoV-2 neutralizing mAbs authorized for
use or in clinical development [4, 15–18].

Development of ADA was infrequent among
participants, and time-dependent nonlinear
elimination, which typically indicates ADA-
mediated elimination for therapeutic mono-
clonal antibodies, was not observed in

adintrevimab-treated participants in any cohort
through Day 360. Generally, sVNA titers were
not impacted by the low titer ADA.

The PK profile for adintrevimab was linear
and dose proportional in this study. The PK
profile of adintrevimab was linear and dose
proportional, similar to other SARS-CoV-2 neu-
tralizing mAbs in healthy and hospitalized
adults [4, 16, 18, 19]. The PK profile was also
consistent with an extended half-life mono-
clonal antibody. The typical range of serum
half-life for non-half life extended COVID-19
IgG1 mAbs is approximately 16–30 days
[4, 16, 18, 19]. The serum half-life of
89–100 days we observed in this study was
comparable to the median 118 days estimated
for healthy volunteers given 300 mg IM adin-
trevimab using a population PK model and was
also similar to the 90 days observed with the
extended–half-life mAb combination tix-
agevimab-cilgavimab following either IM or IV
administration in healthy adults [8, 20]. Dura-
bility of sVNA titers was noted across suscepti-
ble variants; however, against Omicron
variants, noticeably lower titers were observed.

Preliminary data from this phase 1 study
were used to optimize the QSP whole-body
PBPK model for dose selection in a phase 2/3
clinical trial of adintrevimab for both the

Fig. 3 Mean adintrevimab concentration over time by dose. Data are reported as mean ± standard error of the mean. SEM
standard error of the mean
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Table 3 Summary of serum PK parameters—participants receiving adintrevimab (PK population)

Pharmacokinetic parameter Adintrevimab

Cohort 1
300 mg IM
(n = 8)

Cohort 2
500 mg IV
(n = 8)

Cohort 3
600 mg IM
(n = 8)

AUC0-inf, hr*lg/ml 166,941.88 (38,392.98) 343,843.48 (62,370.89) 366,186.19 (117,163.75)

Cmax, lg/ml 49.98 (14.91) 169.38 (29.11) 85.60 (19.19)

Tmax, hr, median (range) 311.65 (143.60–483.10) 1.00 (1.00–1.00) 312.75 (72.00–479.50)

CL, ml/hr 1.91 (0.57) 1.50 (0.33) 1.76 (0.45)

t1/2, days 95.7 (14.0) 88.5 (9.83) 99.6 (25.35)

Vz, ml 6199.09 (1411.65) 4583.26 (935.26) 5820.18 (1072.29)

Vss, ml NA 4837.57 (827.96) NA

Data are reported as mean (SD) unless otherwise specified
AUC0-inf area under the concentration–time curve from time zero extrapolated to infinity, Cmax maximum concentration,
CL clearance, IM intramuscular, IV intravenous, NA not applicable, SD standard deviation, t1/2 half-life, Tmax time to
maximum concentration, Vss volume of distribution at steady state, Vz apparent volume of distribution during terminal
phase

Fig. 4 Adintrevimab serum concentration/sVNA rela-
tionship. Blue line = mean linear regression; blue shad-
ing = 95% CI; blue circles = individual time matched
ADG20 serum concentration and MN80 sVNA titer

measurements. Linear regression excluded samples that
were taken following SARS-CoV-2 vaccination from
participants who received vaccination during the trial
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treatment and prevention of COVID-19 in both
the pre- and post-exposure settings [21], 22.
Modeling data suggested that the single 300 mg
IM dose of adintrevimab had a projected ability
to rapidly exceed the IC90 target for susceptible
variants in the majority of simulated partici-
pants to maintain effective concentrations for
up to 12 months and to provide efficacy mar-
gins for coverage against non-Omicron SARS-
CoV-2 variants. This innovative modeling and
simulation approach was a key element in the
rapid advancement of the adintrevimab clinical
development program during the COVID-19
pandemic.

This trial was conducted in a small number
of participants and had several limitations. The
participants were healthy adults aged between
18 to 55 years; therefore, data presented may
not reflect the safety, PK, serum viral neutraliz-
ing, or immunogenicity profiles of older popu-
lations or other individuals with increased risk
of severe COVID-19 such as those with comor-
bidities or who are immunocompromised. Fur-
thermore, the completion of cohorts 1, 2 and 3
overlapped with the emergence of the Omicron
BA.1 and BA.1.1 variant in which adintrevimab
had reduced susceptibility.

CONCLUSION

These results demonstrated a favorable safety
and tolerability profile for adintrevimab and
provided the initial PK, sVNA titer, and
immunogenicity data that supported the con-
tinued development of a single 300 mg IM dose
of adintrevimab in phase 2/3 trials: EVADE
(ClinicalTrials.gov identifier: NCT04859517) for
pre- and post-exposure prophylaxis and STAMP
(ClinicalTrials.gov identifier: NCT04805671) for

the treatment of ambulatory participants with
mild to moderate COVID-19. Given that adin-
trevimab has reduced in vitro neutralizing
activity against Omicron BA.1 and BA.1.1 and
lacks activity against more recent Omicron
sublineages, both STAMP and EVADE have been
terminated.

Development of additional SARS-CoV-2
monoclonal antibodies can be supported by this
work. Monoclonal antibodies targeting the
receptor binding domain (RBD) of the spike
protein have been shown to be safe and effec-
tive in volunteers and in participants diagnosed
with or at high risk of COVID-19. There is also
evidence that sVNA titers can be used as a cor-
relate of protection against COVID-19 disease
[7]. Adintrevimab demonstrated a strong corre-
lation between pharmacokinetics and sVNA
titers. Using this information coupled with IC50
data from newly arising variants of concern,
dose selection and modification may be possible
for RBD targeted monoclonal antibody pro-
grams. Therefore, having safety data at a range
of doses in similar phase 1 studies will be key to
rapidly advancing therapies to address the ever-
evolving COVID-19 landscape.
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