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

Brentuximab vedotin treatment for mycosis fungoides with 
CD30+ large- cell transformation in the early stage

 Mycosisfungoides(MF),themostcommontypeofcutaneousT-cell
lymphoma,ischaracterizedbytheproliferationofsmall-tomedium-
sizedatypical,usuallyCD4+Tcellsintheskin.1 Mycosis fungoides 
withlarge-celltransformation(LCT)isanaggressivesubtypedefined
by thepresenceof largecellscomprising>25% of the lesion infil-
trateor thepresenceofmicroscopicnodulesof largecells.Large-
cell transformation occurs in 20%– 55% of advanced MF cases and is 
oftenahistologicalmarkerofpoorprognosisandisassociatedwith
amean5-yearsurvivalrateof<20%.1Herein,wepresentapatient
withMF-LCT in its early stage thatwas successfully treatedwith
brentuximabvedotin(BV),ananti-CD30antibody.

Awomaninherearly30shaderythemawithpruritusandpig-
mentationonher trunkandthighsfor3 years (Figure 1A). Follow-
ingsubsequenthistopathologicaldiagnosisasMF(negativeCD30+ 
lymphocytesatthistime),shewassuccessfullytreatedwithtopical
steroidsandultraviolettherapyandshowednoprogressionforap-
proximately10 years.Inherearly40s,therashslowlyexpandedand
wastreatedwithbexarotene(450–150 mg/day).Oneyearlater,the

eruption intensified,witherythemaobservedon40%ofthebody
andmultipleskintumorsof≥1 cm(Figure 1B,C).Histopathologyand
immunohistochemistry of the tumors confirmed infiltration with 
CD3+,CD4+,CD5+,CD8+ (CD4/CD8:10/1),CD30+,andCD20−
lymphocytes,andCD30+lymphocyteswithlargenucleicomprised
30% of the infiltrate (Figure 1D,E). The patient's complete blood
count was normal, and the peripheral blood smear was negative
for Sézary cells. Bonemarrowexamination showedno infiltration
ofatypical lymphocytes.No lymphnodemetastasiswasfoundon
positron emission tomography–computed tomography. Mycosis
fungoidesstageIIB(T3M0N0)withCD30+LCTwasdiagnosed,and
BV treatment was initiated instead of bexarotene. After three doses, 
theeruptionareadecreased,andthenodulesbecameflattened(Fig-
ure 1E,F). After a total of 16 BV treatments, the only side effect ob-
servedwasmildsensorypolyneuropathy.

Brentuximab vedotin is an antibody–drug conjugate (ADC) in
which monomethyl auristatin E (MMAE), which has cytotoxic activ-
ity,andananti-CD30IgG1-typechimericantibodyare linkedviaa
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F I G U R E  1 (A:trunk)Clinicalimageat
firstvisit.(B:leftupperarmandC:face)
Theeruptionwitherythemaobservedon
40%ofthebodyandmultipleskintumors
≥1 cm.(D,E)Histopathology,atypical
lymphocyteswithlargenuclei,and
CD30+lymphocytescomprised30%of
theinfiltrate.Hematoxylineosin;C:× 400, 
(F:trunk,G:leftupperarm,andH:face)
After three doses with brentuximab 
vedotin,theeruptionareadecreased,and
the nodules became flattened.
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protease-cleavable linker. TheADC inhibits tumor growthby first
bindingtoCD30+cells.Then,afterbeingtakenupintothecellsas
anADC–CD30complex,itreleasesMMAEthroughaproteolyticre-
action.ThefreeMMAEfurtherinhibitsmicrotubuleformationand
inducescellcyclearrestandapoptosis.2 Inaclinicaltrialof30pa-
tients(MFandSézarysyndrome),theresponserateforBVwas70%,
wherein54%oftherespondentswerefreeofdiseaseprogression
for1 year3;however,theinformationonMF-LCTisstilllimited.

BhariNetal.reportedthatthesurvivalprognosisof11casesof
MF in which transformation was diagnosed in the early stage was 
reportedasgood.4StageIIBhasasignificantlyworse5-yearsurvival
ratecomparedwithstageIB/IIA,whichoftenplaguescliniciansre-
gardingappropriatetreatmentselection.5 In our case, the discovery 
ofLCTwarrantedtreatmentwithBV.Therefore,proactiverebiopsy
isimportantforCD30+LCTtonotbeoverlooked.
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