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

Nonbullous pemphigoid representing clinical manifestation as 
eczematous skin eruption

 Bullouspemphigoid(BP)isarepresentativeautoimmunesubepider-
malblisterdisease,andapproximately20%ofcasesrecognizedthe
absenceofatypicalblister.1Thosecasesresultindelayeddiagnosis
andappropriatetherapeuticselectionresults,leadingtoanincreased
mortalityrate.Herein,wepresentacaseofinitialmisdiagnosedas
persistenteczematouseruption,whichwasfinallyconfirmedasnon-
bullouspemphigoidbyrepeatedhistologicalexaminations.

A53-year-oldfemaleexperiencedpersistentscalyerythematous
eruptionswithoutblistersonherentirebodyafewyearsago.Her
erythematous lesions persisted against oral steroid and cyclospo-
rinetreatment.Shewasreferredtoourdepartmentfortheevalu-
ationoferuption.Shehadnomedication.Onphysicalexamination,
scaly edematous erythema with excoriated dome-shaped prurigo

noduleswereseenonthetrunkandlimbswithoutmucosallesions
(Figure 1A,B). The initial examination of the skin biopsy showed
that lymphocytes and a feweosinophils infiltrated theupper der-
mis (Figure 1C,D).Althoughanti-BP180antibodytiterwasslightly
elevated (19.8 U/mL, normal<9 U/mL), direct immunofluorescence
(DIF)examinationshowednegativeresults(Figure 1E,F).Therefore,
weinitiallydiagnosedherskineruptionaseczemaandprurigo.She
wastreatedwithtopicalcorticosteroidandoralprednisolone15 mg
perday (0.15 mg/kg),whichwere ineffective forherskineruption
(Figure 1G,H). Furthermore, anti-BP180 antibody was gradually
increased (67.8 U/mL). To exclude the possibility of nonbullous
pemphigoid,weagainconductedfurtherhistologicalexaminations
toevaluatethecurrentcondition.Thesecondskinbiopsyshowed
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F I G U R E  1 Clinicalmanifestations
andhistologicalanalysis.(A,B)Clinical
manifestationatthefirstvisittoour
department.(C,D)H&Estainingand(E,
F)DIFexaminationatthefirstvisit.(G,H)
Clinicalmanifestationofthepersistent
skineruptionbytheoralcorticosteroid
administration.(I,J)H&Estainingand(K,
L)DIFexaminationofsecondhistological
analysis.
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a small cleft at theBMZwith the infiltrationofeosinophils in the
dermis(Figure 1I,J).DIFalsoshowedIgGandC3depositionsatthe
basementmembranezone(BZM).Therefore,wediagnosedherskin
eruption as nonbullous pemphigoid (Figure 1K,L). Because the in-
creaseddoseofprednisoloneupto45 mgperday(0.5 mg/kg)was
stillineffective,steroid-pulsetreatmentwasadministrated,andher
erythematouseruptionswereimproved.

Earlydiagnosisandtreatmentareoneof thecurrentproblems
in patientswith nonbullous pemphigoid because of the highmor-
talityrate.2Therepresentativeclinicalmanifestationsarenotspe-
cificcharacteristics, suchaspruritus (98.5%),excoriations (76.5%),
erythematous/urticaria plaques (52.3%), papules/nodules (30.9%),
eczema(22.0%),andxerosiscutis(11.8%),2whichmightbenothelp-
ful to identifynonbullouspemphigoid,expectedforthetreatment
persistencycharacteristicsjustinourcase.

For further investigation, histological immunofluorescence or
laboratoryexaminationsarecrucialforthediagnosisofnonbullous
pemphigoid.ThesensitivityofDIFwasslightlylowerthanBP(non-
bullouspemphigoid81.1%vs.BP90.0%),whileindirectimmunoflu-
orescencewascomparablebetweennonbullouspemphigoid(77.0%)
and BP (76.2%).3– 5 Furthermore, the anti-BP230 antibody is also
seen in nonbullous pemphigoid in the absence of the anti-BP180
antibody.5 Therefore, the combinationofDIF, IIF, and anti-BP230
antibodyexaminationsmightbeusefulfortheidentificationofnon-
bullouspemphigoid.

Taken together, the persistent eruption with the positive an-
ti-BP180antibodyissignedtoinitiatefurtherhistologicalexamina-
tioninthecasewithoutanyblisterdevelopment.Inaddition,repeated
histologicalanalysiswasrecommendedforthefinaldiagnosis.
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