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COVID-19 Update

An EUA for Vilobelimab (Gohibic) for
COVID-19

The investigational anti-complement component 5a
(C5a) antibody vilobelimab (Gohibic — InflaRx) has
been granted an FDA Emergency Use Authorization
(EUA) for IV treatment of hospitalized adults
with COVID-19 beginning within 48 hours after
invasive mechanical ventilation (IMV) or extracor-
poreal membrane oxygenation (ECMO) is started.
Vilobelimab is the first anti-C5a antibody to become
available in the US.!

Pronunciation Key

Vilobelimab: vil" oh bel' i mab Gohibic: go hib' ik

STANDARD TREATMENT — The NIH recommends
that adults with COVID-19 who require IMV or
ECMO receive the corticosteroid dexamethasone
and either the oral Janus kinase inhibitor baricitinib
(Olumiant) or the IV interleukin-6 receptor antagonist
tocilizumab (Actemra). Baricitinib and tocilizumab
are FDA-approved for treatment of hospitalized adults
with COVID-19; they have decreased mortality when
used with dexamethasone in critically ill patients,
but data on their efficacy in patients requiring IMV or
ECMO are limited.?®* The IV antiviral drug remdesivir
(Veklury) is also FDA-approved for inpatient use, but
it has not had a survival benefit in patients already
receiving IMV or ECMO0.2¢

MECHANISM OF ACTION — Activation of the
complement system causes systemic inflammation
and thrombosis and has been associated with poor
outcomes in COVID-19. Vilobelimab is a chimeric
human/murine monoclonal antibody that targets
C5a, preventing it from binding to the C5a receptor.”

Table 1. Pharmacology

Class Complement component 5a-directed
monoclonal antibody

Formulation 200 mg/20 mL solution in single-dose vials

Route Intravenous

Metabolism Primarily via catabolism

Half-life 95 hours

Take CME Exams

CLINICAL STUDIES — Issuance of the EUA was based
on the results of a double-blind trial (PANAMO) in
368 adults with COVID-19 who had begun IMV or
ECMO therapy <48 hours previously. Patients were
randomized to receive up to 6 doses of vilobelimab
or placebo in addition to standard treatment; 97%
of patients also received a corticosteroid such as
dexamethasone.

The primary endpoint, all-cause mortality at day
28 adjusted for age and treatment site, occurred
less often with vilobelimab than with placebo (32%
vs 42%), but the difference was not statistically
significant. In a prespecified sensitivity analysis that
adjusted for age (but not treatment site) and used
multiple imputation for missing data, the difference
between the two groups was statistically significant
(absolute risk reduction 11.2% [95% CI 1.4%-21.0%]
NNT 8.9 [95% Cl 4.8-71.4]). Similar results were
observed at day 60.2°

ADVERSE EFFECTS — Serious infections have
occurred with use of vilobelimab. In PANAMO,
nonfatal pneumonia and sepsis occurred more
often with the active drug than with placebo. Other
adverse effects that occurred more often with
vilobelimab included delirium, pulmonary embolism,
hypertension, pneumothorax, pneumomediastinum,
thrombocytopenia, and supraventricular tachycardia.
Hypersensitivity reactions have been reported.®

PREGNANCY — There are no adequate human data
on use of vilobelimab during pregnancy. In pregnant
cynomolgus monkeys, high doses of the drug did not
cause adverse maternal or fetal outcomes.®

DOSAGE AND ADMINISTRATION — The recom-
mended dosage of vilobelimab is 800 mg given by
IV infusion over 30-60 minutes up to 6 times (on
days 1, 2, 4, 8, 15, and 22) while the patient remains
hospitalized.

CONCLUSION — The investigational IV anti-
complement component 5a antibody vilobelimab
(Gohibic) is available under an FDA Emergency
Use Authorization for treatment of COVID-19 in
hospitalized adults who recently began invasive
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mechanical ventilation (IMV) or extracorporeal
membrane oxygenation (ECMO) therapy. Addition
of vilobelimab to a corticosteroid such as
dexamethasone appears to decrease mortality in
such patients, but the data are mixed and more trials
would be welcome. How vilobelimab compares to
baricitinib (Olumiant) and tocilizumab (Actemra),
which are recommended by the NIH for treatment of
patients with COVID-19 who require IMV or ECMO,
remains to be determined. =
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