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CORRESPONDENCE

ters for Disease Control and Prevention, is less than
or equal to 10 pg per deciliter but may soon be low-
ered to 5 pg per deciliter.2
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1. ShenJ, Hirschtick R. Getting the lead out. N Engl ] Med 2004;
351:1996.

2. Canfield RL, Henderson CR Jr, Cory-Slechta DA, Cox C, Jusko
TA, Lanphear BP. Intellectual impairment in children with blood
lead concentrations below 10 pg per deciliter. N Engl ] Med 2003;
348:1517-26.

APL during Gefitinib Treatment
for Non-Small-Cell Lung Cancer

To THE EbiTOR: Gefitinib is an orally active inhibitor
of tyrosine kinase epidermal growth factor, with
clinical effectiveness in the control of non-small-cell
lung cancer. We describe 3 patients with possible
treatment-related acute promyelocytic leukemia
(APL) among 108 consecutive patients with ad-
vanced, recurrent non—small-cell lung cancer who
were treated with gefitinib between November 2001
and December 2004 at our institution (Table 1, fac-
ing page). Other than these three patients, no pa-
tients with other cancers have been identified in this
cohort.

Chemotherapy, including the use of topoisom-
erase [l inhibitors (e.g., anthracyclines), and radio-
therapy are known as predisposing factors for
treatment-related APL,2 and all our patients had
been exposed to cytotoxic agents as well as radia-
tion before the initiation of gefitinib therapy.
Therefore, it is difficult to identify gefitinib as the
sole cause of the treatment-related APL. However,
the incidence of this complication in our gefitinib-
treated cohort is far beyond that expected on the
basis of our clinical experience of treatment for
non-small-cell lung cancer before gefitinib was
commercially available. Considering that 3 percent
of treatment-related acute myeloid leukemias are

APL 3 the cluster of treatment-related APL in our
cohort suggests that gefitinib, alone or in combi-
nation with other environmental factors, such as
cytotoxic drugs or radiotherapy, is a risk factor for
APL. We believe that further evaluation in a large-
scale epidemiologic study is required to elucidate
the association between gefitinib and treatment-
related APL.

Akiko Uchida, M.D.

Okayama University Graduate School of Medicine and Dentistry
Okayama 700-8558, Japan

Keitaro Matsuo, M.D., Ph.D.

Aichi Cancer Center Research Institute
Nagoya 464-8681, Japan

Mitsune Tanimoto, M.D., Ph.D.

Okayama University Graduate School of Medicine and Dentistry
Okayama 700-8558, Japan

1. Lawrence DS, Niu]J. Protein kinase inhibitors: the tyrosine-spe-
cific protein kinases. Pharmacol Ther 1998;77:81-114.

2. Beaumont M, Sanz M, Carli PM, et al. Therapy-related acute
promyelocytic leukemia. J Clin Oncol 2003;21:2123-37.

3. Mauritzson N, Albin M, Rylander L, etal. Pooled analysis of clin-
ical and cytogenetic features in treatment-related and de novo adult
acute myeloid leukemia and myelodysplastic syndromes based on a
consecutive series of 761 patients analyzed 1976-1993 and on 5098
unselected cases reported in the literature 1974-2001. Leukemia
2002;16:2366-78.

Copyright © 2005 Massachusetts Medical Society.

INSTRUCTIONS FOR LETTERS TO THE EDITOR

Letters to the Editor are considered for publication, subject to editing and abridgment, provided they do not contain material that has been submitted or
published elsewhere. Please note the following: «Letters in reference to a Journal article must not exceed 175 words (excluding references), must be
received within three weeks after publication of the article, and must be submitted over the Internet at http://authors.nejm.org. Letters not related to a
Journal article must not exceed 400 words and may be submitted over the Internet or sent, typewritten and triple-spaced, by mail. «A letter can have no
more than five references and one figure or table. +A letter can be signed by no more than three authors. +Financial associations or other possible
conflicts of interest must be disclosed. (Such disclosures will be published with the letters. For authors of Journal articles who are responding to
letters, this information appears in the original articles.) <Include your full mailing address, telephone number, fax number, and e-mail address with
your letter.

Our address: Letters to the Editor - New England Joutrnal of Medicine - 10 Shattuck St. - Boston, MA 02115
Our Web address: http://authors.nejm.org
Our fax numbers: 617-739-9864 and 617-734-4457

We cannot acknowledge receipt of your letter, but we will notify you when we have made a decision about publication. Letters that do not adhere to
these instructions will not be considered. Rejected letters and figures will not be returned. We are unable to provide prepublication proofs. Submission
of a letter constitutes permission for the Massachusetts Medical Society, its licensees, and its assignees to use it in the Journal’s various print and
electronic publications and in collections, revisions, and any other form or medium.

N ENGL J MED 352;8 WWW.NEJM.ORG FEBRUARY 24, 2005 843

Downloaded from www.nejm.org on December 6, 2009 . For personal use only. No other uses without permission.
Copyright © 2005 Massachusetts Medical Society. All rights reserved.





