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C O R R E S P O N D E N C E

Angioedema- like eyelid edema following the second 
NVX- CoV2373 COVID- 19 vaccination

 NVX-CoV2373 (Novavax) is a protein-based vaccine targeting se-
vereacute respiratorysyndromecoronavirus2 (SARS-CoV-2), and
composed of recombinant full-length, stabilized prefusion spike
proteinhomotrimersthatformapproximately30-nmnanoparticles
basedonhydrophobicinteractionwithacentralpolysorbate-80mi-
celle.1 A two-dose regimenof theNVX-CoV2373 administered to
adultparticipantsconferred89.7%protectionagainstSARS-CoV-2
infection,2andstudiesevaluatingitsefficacyagainstOmicronvari-
antareongoing.3Herein,wereportacasedisplayingangioedema-
like eyelid edema after NVX-CoV2373 coronavirus disease 2019
(COVID-19)vaccination.

A43-year-oldwomannoticedapruriticedematouseruptionof
theleftearonday+2afterthesecondNVX-CoV2373vaccination
(alldatenumbersrefertotheseconddose).Treatmentwithoralfex-
ofenadinehydrochloride,introducedonday+5,wasinsufficientto
suppresstheskin lesions,andswellingofeyelidsappearedonday
+6 (Figure 1A).Thepatientwasreferredtoourdepartmentonday
+7.Therewasnofamilyhistoryofskindiseasesandhermedicalhis-
torywasunremarkableexceptfor2-yearhistoryoffibromyalgiaand
migraine,whichweretreatedwithcelecoxib,duloxetine,lomerizine

hydrochloride,andJapaneseherbalmedicines.Physicalexamination
revealed swellingofeyelidswitherythemaextending to the fore-
head,acircumscribederythemaonthechin,andanedematouser-
ythemaontherightear(Figure 1B,C),whereastheeruptiononthe
leftearsubsidedandthevaccinationsiteontheleftarmwasunaf-
fected.Similarly,therewasnoswellingoftheaxillarylymphnodes
at the injection site. Laboratory findings showed a normal white
blood cell countof4810/μL, 74.9%neutrophils, 1.0%eosinophils,
and slightly increased levels of serumC-reactive protein (CRP) at
0.17 mg/dLandplasmaD-dimerat1.4 μg/mL,whereasserumanti-
nuclear antibody, immunoglobulin E, and complement levels, such
ascomplement3(C3),C4andtotalcomplementhemolyticactivity
(CH50),werewithinnormalranges.Thepatient'sgeneralcondition
wasotherwisestablewithout feveranddyspnea.Thepatientwas
treatedwithoralprednisolone15 mg/day.Oneweeklater,theskin
lesionsalmostresolved(Figure 1D)andserumCRPandplasmaD-
dimer levelsnormalized.Theprednisolonewastaperedoffonday
+13withoutanysignsofrecurrence.

These clinical and laboratory features resembled angioedema,
which demonstrated elevated levels ofCRP andD-dimer in some

ThisisanopenaccessarticleunderthetermsoftheCreativeCommonsAttribution-NonCommercial-NoDerivsLicense,whichpermitsuseanddistributionin
anymedium,providedtheoriginalworkisproperlycited,theuseisnon-commercialandnomodificationsoradaptationsaremade.
©2023TheAuthors.Journal of Cutaneous Immunology and AllergypublishedbyJohnWiley&SonsAustralia,LtdonbehalfofTheJapaneseSocietyfor
CutaneousImmunologyandAllergy.

F I G U R E  1 Well-demarcatederythema
aroundeyelidsaccompaniedbyprominent
periorbitaledemainthelefteyeonday
+6(A).Edematouserythemaonthe
forehead(anarrow),glabella,eyelids,
and chin (an arrow head) on day +7(B,
C).Completeresolutionoffacialedema
anderythemafollowingshort-term
prednisolonetreatmentonday+14 (D). 
(A)wasprovidedbythepatientand
consentwasgivenbythepatientfor
publicationoftheseimages.Alldate
numbersrefertotheseconddoseof
NVX- CoV2373.
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cases.4NVX-CoV2373 is consideredsafeand the incidenceof se-
riousadverseeventsintheclinicaltrialswassimilartotheplacebo
group.2Ontheotherhand,recentstudiesofNovavaxclinicaltrials
revealedseveralcasesofmyocarditisorpericarditis,onecaseofan-
gioedema,andonecaseofGuillain-Barrésyndrome.5 NVX- CoV2373 
containspolysorbate-80,ahighantigenicnon-ionicdetergentthat
iscross-reactivewithpolyethyleneglycol(macrogol).6Thesedeter-
gentsarecommonly includedinvariousdailyproducts.Therefore,
thereisapossibilitythatourcasewassensitizedtopolysorbate-80
either from the firstNVX-CoV2373 vaccination, or from uninten-
tionalexposurestopolysorbate-80,orpolyethyleneglycol indaily
life.SincecutaneousadversereactionsrelatedtoNVX-CoV2373are
notcharacterized,adetaileddescriptionofeach individualcase is
important.
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