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

The utility of IL36RN mutation analysis in an elderly patient 
with generalized pustular psoriasis patient treated with 
secukinumab

 Generalizedpustularpsoriasis(GPP)ischaracterizedbyacuteflare-
upsinducedbyvariousfactors1butfewreportshavedescribedGPP
onsetorflare-upsinducedbycoronavirusdisease2019(COVID-19).
WepresentacaseofGPPthatpresentedwithSARS-CoV-2infection
underthecontrolofsecukinumab.

A22-year-oldwomanpresentedwitherythemaandpustuleson
hertrunkwithfeverduringhersecondpregnancy.Shehadnohis-
toryorfamilyhistoryofGPPorpsoriasisvulgarisatthattime.She
hadnottakenanynewmedicationsbeforetheeruptionsdeveloped.
Wediagnosedthepatientwithimpetigoherpetiformis(IH).

Whenshewas45 yearsold,wediagnosedthepatientwithGPP
after a second flare-up induced by fever.When shewas 59 years
old,thethirdflare-upoccurredafter7 daysoforalnonsteroidalanti-
inflammatorydrugtherapy.Shehadbeenmanagedwithoraletreti-
nateandatopicalsteroid.

After3 months,shestoppedoraletretinatebecauseofthealo-
pecia,thenthefourthflare-upoccurred.Physicalexaminationre-
vealederythemaandpustulesonhertrunkandlimbs(Figure 1A,B).
SkinbiopsyrevealedKogoj'sspongiformpustulesintheepidermis
(Figure 1C). A heterogeneous c.28C>T (p.Arg10X) mutation in
IL36RN gene coding interleukin (IL) 36 receptor antagonist was
revealed(Figure 1D).Theerythemapartiallyresolvedwiththead-
dition of cyclosporine. Secukinumabwas started after a 27-year
history of GPP. Subsequently, the patient has maintained com-
pleteremissionbysecukinumab300 mgevery4 weeksfor6 years
(Figure 1E,F).

Whenshewas65 yearsold,shewasdiagnosedwithCOVID-19
with new-onset fever, fatigue, cough, and sputum. Her clinical

course of COVID-19wasmild and had no effect onGPP.We re-
startedsecukinumab4 weekslaterfromthedayofpositivewiththe
antigenexaminationkitforCOVID-19.

ImpetigoherpetiformisisavariantofGPPthatdevelopsduring
pregnancy.2 GPP is associatedwithmutations in IL36RN.2 Among
10 IHpatientsofEastAsianreportedtogetherwiththeresultsof
geneticanalyses,7hadIL36RNmutations.2Allwerefoundermuta-
tionscausingGPPinEastAsia:c.28C>T(p.Arg10X)orc.115 + 6T>C
(p.Arg10ArgfsX1).2

InonestudycomparingtreatmentsforGPP,in-hospitalmortal-
itywas lower inthebiologicsgroup (1.0%)than intheoral-agents
group (3.7%) and the corticosteroids-only group (9.1%) (p < .001).
Morbidityfollowedthesamepattern:5.4%versus8.2%versus12%,
respectively (p = .02).3 Among patientswho received biologics, IL-
17inhibitoruseincreasedovertime,within-hospitalmortalityand
morbidity comparable to those of patients taking tumor necrosis
factor inhibitors.3 IL-17 is associatedwith the hyper-inflammatory
stateinCOVID-19;therefore,IL-17inhibitorsarepromisingtargets
for thepreventionofaberrant inflammationandacute respiratory
distressinCOVID-19.4

A retrospective analysis of 10patientswith psoriasiswhode-
veloped COVID-19 during treatment with biologics showed that
nonedevelopedseveresymptoms.Sixpatientsdevelopedmoderate
symptoms,and4milddevelopedsymptoms.5

TheIL36RNmutationstatusmighthelppredictpostpartumflare-
upsinpatientswithGPP.ThemutationanalysesareusefulforGPP
womentoenablepreparationforbiologictherapytotreatintracta-
bleflare-ups.
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F I G U R E  1 Clinicalandhistologicalfeatures.(A,B)Multiple,annular,erythematouslesionswithpustuleswereobservedonthetrunkand
extremitiesbeforesecukinumabtherapy.(C)HistologicalexaminationshowsaKogoj'sspongiformpustule(hematoxylin–eosin(HE)staining,
originalmagnification×200).(D)MutationalanalysisofIL36RN.Directsequenceanalysisrevealedaheterogeneousc.28C>T(p.Arg10X)
mutationinIL36RNinthepatient'sgenomicDNA.(E,F)Theerythemaandpustulesdecreasedaftersecukinumabtherapy.
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