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▶ An EUA for Anakinra (Kineret) for 
COVID-19

The recombinant interleukin-1 (IL-1) receptor 
antagonist anakinra (Kineret – Sobi) has been 
granted an FDA Emergency Use Authorization 
(EUA) for treatment of hospitalized adults with 
confi rmed COVID-19 pneumonia who require low- 
or high-flow supplemental oxygen, are at risk of 
progressing to severe respiratory failure, and are 
likely to have elevated plasma levels of soluble 
urokinase plasminogen activator receptor (suPAR).1 
Anakinra has been available in the US for years; it 
is FDA-approved for multiple indications, including 
rheumatoid arthritis. Assays for suPAR are not 
commercially available in the US.2

nasal cannula oxygen should receive dexamethasone 
plus either baricitinib or tocilizumab, with or without 
remdesivir.9

CLINICAL STUDIES — Issuance of the EUA was 
based on the results of a double-blind trial (SAVE-
MORE) in 594 hospitalized adults with COVID-19 
pneumonia (91% had severe disease and required 
low- or high-flow supplemental oxygen) and 
elevated suPAR levels (≥6 ng/mL) who were at 
risk of developing severe respiratory failure. 
Patients were randomized 2:1 to receive anakinra
100 mg or placebo injected subcutaneously once 
daily for 10 days, in addition to standard treatment 
(86% of patients were receiving dexamethasone and 
74% were receiving remdesivir).10 

At day 28, patients in the anakinra group were 
signifi cantly less likely than those receiving placebo 
to have more severe disease as measured by the 
WHO Clinical Progression ordinal Scale, the primary 
endpoint (OR 0.37; 95% CI 0.26-0.50). The proportion 
of patients who experienced severe respiratory failure 
was also signifi cantly lower in the anakinra group 
(32.8% vs 21.2%; HR 0.66 [95% CI 0.48-0.92]). The 
mortality rate was 3.2% with anakinra and 6.9% with 
placebo (HR 0.48; 95% CI 0.30-1.04).2,10

In two randomized COVID-19 trials that did not select 
patients based on suPAR levels, one in hospitalized 
hypoxemic patients who did not require high-flow 
oxygen or ventilation and the other in patients who 
required organ support, no signifi cant benefi cial 
effect of anakinra was observed.11,12

ADVERSE EFFECTS — The most common adverse 
effects of anakinra in SAVE-MORE were increased 
transaminase levels (31% vs 28% with placebo) 
and increased gamma-glutamyltransferase levels 
(14% vs 12%). Neutropenia, serious infections, and 
hypersensitivity reactions, including anaphylaxis 

Pronunciation Key
Anakinra: an" kin' ra Kineret: kin' er et

PHARMACOLOGY — Anakinra inhibits IL-1, a 
proinflammatory cytokine that is associated with 
lung damage in patients with severe COVID-19. 
Elevated suPAR levels are associated with increased 
IL-1 activity, increased rates of respiratory failure and 
kidney injury, and worse clinical outcomes. Levels 
of suPAR increase earlier in the course of COVID-19 
than levels of other biomarkers such as C-reactive 
protein and D-dimer.3-5 

STANDARD TREATMENT — NIH guidelines state 
that hospitalized adults with COVID-19 who require 
conventional oxygen therapy should generally 
receive the antiviral drug remdesivir (Veklury)6 
and the corticosteroid dexamethasone; those with 
minimal oxygen needs can be treated with remdesivir 
alone. Patients already receiving dexamethasone 
who have rapidly increasing oxygen needs should 
also receive either the Janus kinase inhibitor 
baricitinib (Olumiant)7 or the IL-6 receptor antagonist 
tocilizumab (Actemra).8 Those who require high-flow 
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and angioedema, can occur with use of anakinra. 
The drug is contraindicated for use in patients with 
hypersensitivity to Escherichia coli-derived proteins.2

PREGNANCY AND LACTATION — Anakinra has not been 
adequately studied in pregnant women. Administra-
tion of supratherapeutic doses of the drug to pregnant 
rats and rabbits has not been associated with fetal 
harm. Use of anakinra by breastfeeding women has 
not been associated with adverse effects.2,13

DRUG INTERACTIONS — Use of anakinra with tumor 
necrosis factor (TNF) inhibitors can increase the risk 
of serious infections and is not recommended.

DOSAGE, ADMINISTRATION, AND COST — Anakinra 
is supplied in 100 mg/0.67 mL prefi lled glass 
syringes. The recommended dosage for treatment 
of COVID-19 is 100 mg injected subcutaneously 
once daily for 10 days. In patients with severe renal 
impairment (CrCl <30 mL/min), a dosage of 100 mg 
every other day for 10 days (5 total doses) can be 
considered.2 The wholesale acquisition cost of a
10-day supply of anakinra at the usual dosage is 
about $1700.14

CONCLUSION — The interleukin-1 inhibitor 
anakinra (Kineret) improved clinical outcomes more 
than placebo when added to standard treatment 
in hospitalized adults with COVID-19 pneumonia 
who required supplemental oxygen and had 
elevated levels of soluble urokinase plasminogen 
activator receptor (suPAR). Assays for suPAR are 
not commercially available in the US, and anakinra 
has not been shown to improve outcomes in 
trials that did not select patients based on suPAR 
levels. According to the NIH, based on available 
data and the lack of suPAR assay availability, 
there is insuffi cient evidence to recommend for or 
against use of anakinra in hospitalized adults with 
COVID-19.15   ■
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