Medical and Pediatric Oncology 32:315 (1999)

Letter to the Editor: Secondary Acute Promyelocytic Leukemia After Treatment
With Etoposide for Langerhans Cell Histiocytosis (LCH)

To the Editor: We here describe a 3-year-old-boy whaoses of the drug appear to increase the risk of s-AML in
was treated for LCH using vinblastine, etoposide andCH patients. All the leukemias described in the Italian
prednisone according to the International Langerhah€H cohort were promyelocytic. This and the other evi-
Cell Histiocytosis Study I. The patient was admitted idence of a higher incidence of promyelocytic leukemia
March 1993 with multiple bone lesions, diabetes insipemong Italians and Latinos suggest that high doses of
dus and biopsy confirmed LCH. He was treated withtoposide* in subjects of Mediterranean or Latino origin
vinblastine and prednisone for 6 months. In Octobenay lead to alterations of chromosomes 15 and 17 [7].
1995 he relapsed with multiple bone lesions and seveéie have previously described 3 patients with a malig-
pain. Treatment was resumed with weekly etoposide andncy associated with LCH in our institution; this one is
prednisone for 3 months and then etoposide everytt® fourth [8] and appears to be another epipodophyllo-
weeks for 3 more months. His treatment was irregulémxin-related FAB M3-secondary leukemia. As a general
because of social-economic family problems. Fromrinciple, we therefore try to avoid etoposide in LCH
March 1996 to October 1997 he was in remission withopatients, but this child had relapsed and there was no
treatment when he was admitted to our unit with feveesponse to vinblastine and prednisone.
and sinusitis. Laboratory investigations showed a leuko-
cyte count of 4.800 mrwith 63% of blasts. A bone
marrow aspirate confirmed a French-American-British
(FAB) M3 with CD33 89% positive, CD13 90% positive,

MPO 70% positive, CD15 60% positive, CD19 no mark-

ers. Cytogenetic studies of the bone marrow showed

46XY with t(1,3)(p36;921); del 17p, del 18p, iso16q. No

clinical signs of active LCH were observed. Treatment

was started with all-trans retinoic acid (ATRA) for 20REFERENCES
days .an.d mte.rrUpted because of side _eﬁeCtS (_Iung ar!Ld Egeler MR, Neglia JP, Puccetti DM, et al. Association of Lang-
splenic infarction). Treatment was continued with thio- erhans cell histiocytosis with malignant neoplasms. Cancer
guanine, doxorubicin and cytarabine with hematologic 1993:71:

remission. He is receiving maintenance according to 865-873.

BFM-83 protocol. 2. Ege_ler MR, Neglia JP, Arico M,. gt al. Ac_ute Ieukemia} in asso-

LCH in association with malignancy has been de- ciation with Langerhans cell histiocytosis. Med Pediat Oncol

: X 1994;23:81-85.
scribed and appears more frequently than preV'OUSIY reg- Bassét F, Soler P, Wyllie L, et al. Langerhans’ cells in a bronchiolar-
ognized [1]. It can be concurrent, preceding or after treat- alveolar tumour of lung. Virchows Arch [A] 1974;362:315-330.
ment for LCH [2]. LCH has been described in associatio. Pui CH, Ribeiro R, Hancock M, et al. Acute myeloid leukemia in
with a variety of solid tumors, including lung carcinoma children treated with epipodophyllotoxin for acute lymphoblastic

: : ; leukemia. N Engl J Med 1991;325:1628-1687.
and it has been suggested that it could be a reactive fo .I Felice MS, Zubizarreta PA, Chantada GL, et al. Acute myeloid

Laqggrhans cell prollfe_ratlon [1,3]. Chemotherapy and jeykemia as a second malignancy: report of 9 pediatric patients in
radiation therapy used in the treatment of LCH may in- a single institution in Argentina. Med Pediat Oncol 1998;30:160—

crease the risk of secondary leukemia or solid tumors 164.

[1'4'5]_ Acute Iymphoblastic leukemia (ALL) usua"y 6. Haupt R, Fears TR, Rosso P, et al. Increased risk of secondary

- - - - _ leukemia after single-agent treatment with etoposide for Langer-
precedes the diagnosis of LCH while acute myeloid leu hans’ cell histiocytosis. Pediatr Hematol Oncol 1994;11:499-507.

kemla (AML) quEIOp_S thereafter [2]. Ep'POdOphy”O' 7. Haupt R, Fears TR, Heise A, et al. Risk of secondary leukemia

toxin therapy is considered to be a possible cause of after treatment with etoposide (VP16) for Langerhans cell histio-

secondary AML [4-6] so the Italian and Austrian- cytosis in Italian and Austrian-German populations. Int J Cancer

German cancer registries evaluated LCH patients who 1997;71:9-13. S o

had been treated with etoposide. In contrast to previods D& Camargo B, Alves AC, Gorender EF, Bianchi A. Association
. . . . of malignancy and Langerhans’ cell histiocytosis: report of three

descriptions of epipodophyllotoxin-related leukemia that ;ses. Med Pediat Oncol 1993:21:451-453.

are mostly FAB M4 or M5, these leukemias showed

typical FAB M3 features. All these patients had receivegyr patients received only 1560 mgfrof etoposide and that, iregu-

>4,000 mg/m of etoposide. This study suggests that higlarly.
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