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To the editor:
EBV-positive cutaneous B-cell lymphoproliferative disease after imatinib mesylate

We report a case of cutaneous Epstein Barr Virus (EBV)—positivg
B-cell lymphoproliferative disease in a 70-year-old female, who
was treated with 500 mg/d imatinib mesylate (Gleevec; Novartis
Zurich, Switzerland) for chronic myeloid leukemia (CML). =
The woman had previously been treated with 1000 mg hydroxyu?-ﬁ--":__.
rea twice daily, resulting in stable disease. However, upon develo
ment of a leg ulcer, hydroxyurea was discontinued and ambular
compression therapy in combination withk2200 mg/d pentoxyfil- ;
line (PTX) and 100 mg/d ascal was initiated. Her CML progressed
and 500 mg/d imatinib mesylate was started. Subsequently, he
leukocyte count decreased from X91(°/L before treatment to
1.3X 1%L after 2 months of treatment. Shortly after starting |
imatinib mesylate she noticed a rapidly growing, ulcerating tumo
on her head (Figure 1A). A biopsy showed a diffuse proliferation off
large, atypical, immunoblastic B cells (Figure 1B) that strongly
expressed CD79a and CD30 and were monotypic immunoglobulil j/f . (z
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G (IgG) lambda—positive. Most large atypical cells stained pOSitivlggure 1. Clinical presentation and histologic section of the skin tumor stained
for EBV-encoded RNA 1 (EBER-1), mRNAs, and latent membrangth hematoxilin and eosin showing diffuse proliferation of large atypical
protein 1 (LI\/lP-]_) and EBV nuclear antigen 1 (EBNAl) proteingglasts. Clinical (A) and histologic (B) presentation of primary cutaneous EBV*
whereas focal expression was found ®amHI fragment Z left lymphoproliferative disease. Original magnification, X 200 (B).
frame 1 (BZLF1). There was no expression for EBV early antigen
(EA), EBV viral capsid antigen (VCA), and membrane antigen o
(MA). RNA in situ hybridization showed expression of EBER-1Strated that PTX may promote replication of human cytomegalo-
and EBER-2. EBV serology (enzyme-linked immunosorbent ass¥ifus (CMV) by activation of the CMV immediate early
[ELISA]; Biotest, Dreieich, Germany) demonstrated IgG, againffomoter. Because this actlvatlor_1 is .medlated in a r_lonspQC|f|c
EBV-VCA, EBV-NA (nuclear antigen), and EBV-EA. After sponta-Way, PTX may have affected replication of EBV in this patient
neous resolution of the tumor, the 1gG EBV-EA levels graduallif & Similar manne?. _
lowered, but IgG VCA and NA remained stable. An immunoblot  Early recognition of EBV-related posttransplantation lympho-
assay and synthetic peptide ELISA test demonstrated a strong ig@liferative disease is crucial, because in these early phases
response against VCA (p18 en p40) and the lytic switch proteqﬁstoratlop of immunosuppression may still result in disappearance
Zebra. There was a high IgA response against VCA (P18), witho the lesions. In later stages, when a frank lymphoma develops,
significant reactivity to other EBV antigens. Combined, thes&eatmentis more difficult and the prognosis is not as good.
findings are consistent with EBV-related lymphoproliferation due -y cel w, Bekkenk, Maarten H. Vermeer, Chris J. L. M. Meijer,
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immunosuppression in which the level of T-cell depletion is
considered to be one of the most important risk factors. eferences
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In addition to imatinib mesylate, the potential role of PTX;  g,ou « prosch s, Stein J, et al. Pentoxifylline promotes replication of human
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