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

Dupilumab aggravates Sézary syndrome: The importance of 
accurate pathological diagnosis

 A72-year-oldwomanwasreferredforevaluationoferythemaover
herentirebody.Shehadreceivedadiagnosisofatopicdermatitis(AD)
basedonskinbiopsyelsewhere7 yearsearlier.Sincehersymptoms
were resistant to topical corticosteroids and oral antihistamines,
dupilumabwasstarted.Shenoticedperipherallymphnodeenlarge-
ment 11 months after the commencement of dupilumab. Physical
examinationrevealedgeneralizederythrodermawithdesquamation
(Figure 1A,B)andlymphadenopathyintheneck,axilla,andinguinal
region.A biopsy fromher abdomen showeddense infiltrations of
atypical lymphoid cells in theupperdermiswithepidermotropism
(Figure 1C,D). Immunohistochemically, the infiltrating cells were
positiveforCD3andCD4;CD8wasalmostnegative.Therewasa
50%deletionofCD7(Figure 1E– H).Herperipheralblood(PB)white
blood cell count was 7660/μL, with 35% abnormal lymphocytes
(2681/μL).AlthoughCD4+/CD26−orCD4+/CD7−cellswerenotas-
sessed,CD4/CD8ratiowas10.59.1,2HumanT-lymphotropicvirus-1
antibody was negative.Monoclonal gene rearrangement of T-cell
receptorβ-chainwasidentifiedinherPBbySouthernblotanalysis.
Inguinal lymphnodebiopsyshowedpartialeffacementbyatypical
lymphocytes.ThediagnosiswasSézarysyndrome(SS),stageIVA2
(T4N3MXB2).Takingintoaccounttheriskoftumorlysissyndrome
duetohightumorburden,weselectedconventionalmultiagentche-
motherapy as an initial therapy before using amolecular-targeted
drug.Dupilumabwasdiscontinued;cyclophosphamide,doxorubicin,
vincristine,andprednisolone(CHOP)werestarted.Aftertwocycles
of CHOP, biweekly intravenous mogamulizumab was introduced.
Herskinlesionsgraduallyimproved.ThePBabnormallymphocyte
countdecreased.Herdiseasewaswell controlledwithmogamuli-
zumabfor17 months.

We reviewed the previous biopsy specimen. Dense dermal
infiltrates with atypical cells and epidermotropism were seen
(Figure 1I,J). These infiltrates were positive for CD3 and CD4.

CD8-positivecellsweresparse.Therewasa30%deletionofCD7
(Figure 1K–N).TheatypicalcellswereCCR4+ and CD68−.Although
adiagnosisofADwasmadepreviously,ourretrospectivediagnosis
wascutaneousT-celllymphoma(CTCL).

Dupilumab is amonoclonal antibodywhich inhibits both IL-4
and IL-13signalingpathwaysbybindingspecifically totheαsub-
unitoftheIL-4receptor.SeveralcasesofCTCLthatdevelopedor
worsened after dupilumab use have been reported. A proposed
mechanismofCTCLduetodupilumabistheinvolvementofIL-13
receptorα2(IL-13Rα2),whichisexpressedonCTCLcellsandpro-
motes tumorprogression.Whendupilumabblocks IL-4and IL-13
receptors,serumIL-13levelsincrease.Becausedupilumabinhibits
IL-13Rα1butnot IL-13Rα2signaling, increasedIL-13 levelsdueto
dupilumab stimulate IL-13Rα2, leading to the activation andpro-
liferationoflymphomacells.3Toourknowledge,thereare36cas-
es3–19ofCTCLworsenedbydupilumabbasedonthediagnosisof
ADoreczemahavebeen reported.Of these36patients,18un-
derwent skin biopsy prior to dupilumab therapy; no evidence of
CTCLwasdescribed in16patients.3– 10 Inone remainingpatient,
theauthorsre-evaluatedthebiopsyspecimentakenbeforedupi-
lumabtreatmentandrevisedthediagnosistoearlyCTCL-nototh-
erwise specified.10 In anotherpatient, the first skinbiopsy taken
beforedupilumabwascompatiblewithAD;however, thediagno-
sisofmycosisfungoideswasmadebythesecondbiopsytakenon
thefirstdayofdupilumabtreatment.After6 monthsofdupilumab
treatment, the third biopsy turned out CD30-positive anaplastic
large-celllymphoma.11

WhenusingdupilumabforAD,cliniciansshouldbealerttothe
developmentorworseningofCTCL.Skinbiopsywith immunohis-
tochemical examination is strongly recommended before dupi-
lumabtherapy,especiallyinpatientswitherythrodermaandelderly
patients.
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F I G U R E  1 Diffuseerythemaontheback(A)andpalms(B)atthefirstvisit.Thebiopsyfromherabdomenrevealeddenseinfiltrationsof
atypicallymphoidcellsintheupperdermiswithepidermotropism(C,D)(Hematoxylinandeosin[HE]stain).Immunohistochemicalstaining
forCD3(E),CD4(F),CD8(G),andCD7(H).TheinfiltratingcellswerepositiveforCD3andCD4.CD8wasalmostnegative.Therewas50%
deletionofCD7.Histopathologyoftheskinbiopsyobtained7 yearsearlier.Densedermalinfiltrateswithatypicalcellsandepidermotropism
wereseen(I,J)(HEstain).ImmunohistochemicalstainingforCD3(K),CD4(L),CD8(M),andCD7(N).TheseinfiltrateswerepositiveforCD3
andCD4.CD8-positivecellsweresparse.Therewas30%deletionofCD7.
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