
J Cutan Immunol Allergy. 2023;6:255–257.    | 255wileyonlinelibrary.com/journal/cia2

Received:24June2023  | Revised:16August2023  | Accepted:24August2023
DOI:10.1002/cia2.12324

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

A case of methotrexate- related lymphoproliferative disorder 
resolved with discontinuation of the drug: A literature review 
for clinical characteristics in 105 Japanese cases

 Methotrexate-associated lymphoproliferative disorder (MTX-LD)
is an abnormal lymphocyte growth upon receivingMTX.1A long-
standing immunosuppression is considered the principal cause,2 
although with little association with other immunosuppressants,
implicatingMTX-specific immunotumorigenesis.We report a case
ofrheumatoidarthritis(RA)whodevelopedcutaneousdiffuselarge
B-cell lymphoma (DLBCL) duringMTXmonotherapywith prompt
resolutionafterdiscontinuationofthedrugandsummarizetheclin-
icalcharacteristicsofJapanesecasessinceMTXwasfirstapproved
in1999.

A76-year-oldJapanesemanpresentedwitha6-monthhistory
ofpapulo-nodulesonhis face.About4monthsbefore, indurative
nodulesnewlyappearedon thescrotum.Hehadmore thana10-
yearhistoryofRAtreatedwithMTX,currentlytaking4 mg/week.

Examination revealed asymptomatic reddish nodules and
fingertip-sized tumors scattered over the face and right scrotum
(Figure 1A–D).Superficiallymphnodeswerenotpalpable.Labora-
toryworkupwaswithinnormalrange,includingWBCandlympho-
cytecounts(4400/μLand24%,respectively),exceptelevatedLDH
(293 U/L) and sIL-2R (892 U/mL).A skin pathology showeddiffuse
anddenseinfiltratingcellswithatypicalnucleithroughouttheder-
mis(Figure 1E,F),whichwereimmunostainedpositiveforCD20,bcl-
2,andMUM1,withweaklypositiveforbcl-6.CD3,CD10,andEBER
werenegative(Figure 1G–J).SouthernblottingusinggenomicDNA
extractedfromthelesionalskinrevealedreconstructionintheim-
munoglobulinJHchaingene.CTscanningshowednolymphadenop-
athy and organ involvement.An overall clinicopathology suggests
thediagnosisofDLBCL,provisionallyMTX-LD.

Continuingtopicalsteroidsandphototherapy,MTXwasdiscon-
tinued.His skin lesions gradually flattenedwith decreased serum
LDHlevelanddisappearedwithin6monthsofMTXdiscontinuation.
Hewasdisease-freeduring3monthsoffollow-up(Figure 1K,L),and
finallydiagnosedasDLBCLassociatedwithMTX-LD.

To date, 105 Japanese cases of MTX-LD, including ours, have
beenreported.3– 6Theirdemographicsincludedfemalepredominance
(male-to-femaleratio1:2),reflectingthatinRA,thedurationofMTX
treatmentwas6.0 ± 5.0 yearswithameantotaldoseof1800 mg.Our
case receivedacumulativedoseof2400 mg.DLBCLwas themost
commonphenotype(45,40%),whereasotherlymphomaswereless
frequent (9,10% ineach). InDLBCL, themost frequentextranodal
lesionwasthelungs(23,22%),followedbytheliver,mucosa,andgas-
trointestinal,whileskinlesionswererelativelylow(7.6%).Theoverall
EBERpositivitywas~70%.Inninecaseswithskinlesionsalone,in-
cludingours,fourhadmultiplelesions,andfivehadsolitarymasses.
Skinphenotypesweremostlynodules and/or tumors (8/9,88.9%),
whereasonlyonecaseshowedindurativeerythema;however,there
seemstobenopredilectionforaffectedskinsitesorulcerationsta-
tus.DiscontinuationofMTXspontaneouslyresolvedtheskinlesions
in69cases (65.7%),ofwhomobtainedacompleteresolution inal-
most all cases.On the contrary, 6 cases (5.7%)without regression
underwentsurgicalexcision.Of30cases(28.5%)withlymphnodes,
visceral, ormultiple lesions received chemotherapy, 18% had pro-
gressivediseaseorrecurrence,and3%werefatal.Thus,themajority
ofMTX-LDmore likely resolveswithdiscontinuationofMTX,7but
there remain caseswith treatment resistanceand relapse,particu-
larlythosewhoareunresponsivetoMTXdiscontinuation.
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