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

A case of disseminated erythematous drug eruption caused by 
favipiravir in a patient with COVID- 19

 FavipiravirisanRNA-dependentRNApolymeraseinhibitorthatwas
developedasatherapeuticagentfornovelorreemerginginfluenza
infections.ItisalsousedtotreatCOVID-19,1whichiscurrentlyram-
pantthroughouttheworld.Wehereinreportacaseofdisseminated
erythematousdrugeruptionduetofavipiravirdiagnosedfromthe
resultsofadrug-inducedlymphocytetransformationtest(LTT)and
patchtests.

A42-year-oldJapanesewomanwithnoprevioushistoryofdrug
eruptionwasadmittedtothedepartmentofrespiratorymedicinefor
pneumoniaandliverdysfunctionduetoCOVID-19andbegantreat-
mentwithfavipiravir.Shewasreferredtoourdepartmentfollowing

anitchyeruption,whichhadappeared12 daysaftertakingthedrug
(19thdayaftertheonsetofinfection).Whenshefirstvisitedourde-
partment,thepatientpresentedwithamaculopapularrashwithout
anymucosallesions,whichwasobservedonthewholebodyandthe
face (Figure 1). Laboratory findings showed aspartate aminotrans-
ferase 31 U/L (normal range 13–30 U/L), alanine aminotransferase
64 U/L(7–23 U/L),lactatedehydrogenase260 U/L(124–222 U/L),and
C-reactiveprotein2.92 mg/dL(0.3 mg/dL).Takingviraltoxiceruption
ordrugeruptionintoconsideration,westoppedalloralmedicinegiven
afteradmission,andtheadministrationoforalantiallergicagentswas
started. After the eruption and infection had healed, patch tests
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F I G U R E  1 (A,B)Widespreaddisseminatederythemawasfoundonthetrunk/neckwithpruritus.(C–F)Theresultsofthepathtests.
Favipiravirshowedpositiveresultsatallconcentrationsandjudgmentdates(arrows),accordingtothecriteriaoftheinternationalcontact
dermatitisresearchgroup.Thereagentsusedwere,verticallyfromtheupperleft:(1)acetaminophen1%pet,(2)acetaminophen10%pet,(3)
acetaminophen20%pet,(4)vonoprazanfumarate1%pet,and(5)vonoprazanfumarate10%pet.Andfromtheupperright:(6)vonoprazan
fumarate20%pet,(7)favipiravir1%pet,(8)favipiravir10%pet,(9)favipiravir20%pet,and(10)Vaseline(control).(C)favipiravir1%and10%
petshowed++,and20%petshowed+at48 h.(D)favipiravir1%,10%,and20%petshowed+at72 h.(E)favipiravir1%,10%,and20%pet
showed+?at1 week.
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andLTTwereperformed.Thepatientreceivedsixoralmedications
duringhospitalization,butbasedon thedurationof administration
andpreviousreports,wenarrowedthelistofpotentiallyresponsible
drugstothree.TheLTT,whichwasperformedonthe43rddayafter
theonsetofinfection,resultswerepositiveforallthreedrugs,acet-
aminophen520%(S.I.5.2),vonoprazanfumarate280%(S.I.2.8),and
favipiravir3730%(S.I.37.3).Whenthepatchtestswereperformedat
1%,10%,and20%concentrations,favipiravirshowedpositiveresults
atallconcentrationsfor48 h,72 h,and1 week,respectively.Onthe
contrary,acetaminophenandvonoprazanfumaratewereallnegative
(Figure.1).Basedontheaboveresults,ourpatientwasdiagnosedas
having favipiravir-induced disseminated erythematous drug erup-
tion.Toconfirm,apatchtestforfavipiravirwasperformedonthree
healthyvolunteersallofwhichwerenegative.

The frequency of cutaneous manifestation in COVID-19 has
been reported tobe1%–20%.2,3Clinically, the frequencyofpatchy
erythema,chilblain-likerash,andurticaria-likeerythemaishigh.3,4 In 
addition,theeruptiontypicallyoccursaround10 daysafteronsetof
infection.4Inourcase,theappearanceoftherashwasalittledelayed,
butitwasclinicallyconsistentwiththerashcausedbyCOVID-19;thus,
weexaminedwhetherthecourseofthetoxicodermawasavirusora
reaction to thepatient'smedication.Unfortunately, thebiopsywas
notperformed;however,basedon thepatch tests andLTT results,
wediagnosedourpatientashavingafavipiravir-induceddisseminated
erythematousdrugeruption.Favipiravirrarelycausesskindisorders,
andsevencasesofdrugeruptionhavepreviouslybeenreportedas
follows:threewithmaculopapularrash,twowithurticarialrash,and
onewithStevens-Johnsonsyndrome.5–7Tothebestofourknowledge,
thisisthefirstreportofpositivepatchtestsleadingtoadefinitivedi-
agnosis.SincemultipledrugsareusedforCOVID-19patients,thepos-
sibilityofdrugeruptionmustbeconsideredwhendiagnosingarash.
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