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Dear Editor,

We would like to thank Bennett JM and Wells DA for their in-
sightful comments [1] regarding our manuscript “Lee et al. An
unusual case of myeloperoxidase-positive acute megakaryoblas-
tic leukemia. Ann Lab Med 2015;35:466-8" [2]. The case that
we reported was diagnostically challenging, and our conclusions
were based on various lines of evidence. In particular, the mor-
phological features of blasts were unusual. Most of the blasts
were similar to those of acute myeloid leukemia with or without
maturation, but some blasts had multiple, clear cytoplasmic
projections. In the immunophenotyping study, a similar propor-
tion (approximately 57%) of blasts showed positivity for myelo-
peroxidase (MPO) and CD41a. We initially considered the pos-
sibility of false-positive CD41a expression because of platelet
contamination. However, the CD41a-positive population was
mainly in the blast population, and not in the platelets, as dem-
onstrated in the backgating analysis (Fig. 1). Accordingly, we
concluded that blasts exhibited true positivity of CD41a expres-
sion. We have about 25 yr of experience with flow cytometry, in-
cluding more than 1,000 cases of newly diagnosed acute leuke-
mia. Nonetheless, this was our first observation of blasts that
coexpressed MPO and CD41a. We could not find appropriate
diagnostic criteria for this case. Considering previously reported
cases, we concluded that this case was MPO-positive acute

megakaryoblastic leukemia (AMKL).

We were unable to perform flow cytometry for CD61 or cyto-
spin immunofluorescence, but we performed additional CD61
immunohistochemical stains (IHC). The CD61-positive blasts
represented approximately 3% of all blasts in the biopsy (Fig. 2).
Unlike bone marrow aspirates, the blasts were infrequently de-
tected in the biopsy section. We believe the sensitivity of flow
cytometry is superior to that of IHC. It is also possible that malig-
nant cells show a discrepancy in the expression of lineage
markers.

There was no fibrosis in our case. A reticulin stain was nega-
tive, and a test for the JAK2 V617F mutation was negative. He-
maVision (DNA Technology, Aarhus, Denmark) did not reveal
any genetic abnormalities.

Tallman et al. [3] reviewed previously diagnosed AMKL and
found two MPO-positive cases. Their diagnosis mainly relied on
morphology, and there might be inconsistencies when consider-
ing current techniques. One patient had FVIII (+) and t(3;3),
supporting AMKL. The other patient had no platelet antigen, a
normal karyotype, and was positive for the monocytic antigen.
The authors concluded that these cases were diagnostic contro-
versies. Despite their reliance on morphologic evidence, we used
that report as a reference. In the case of Majhi et al. [4], the pos-
sibility of leukemic transformation of myelofibrosis was not men-
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Fig. 1. The backgating of CD41a shown in the original article [2].
Most platelets are located in the area marked with an arrow, form-
ing an arch pattern. CD41a expression was mainly detected in the
blast population, not in the platelet area.

tioned. Pediatric myelofibrosis is rare [5], and the disease pro-
gression to leukemia is extremely rare, unlike in adults [6]. More-
over, it is difficult to distinguish between AMKL and acute myelo-
fibrosis because some AMKL accompany extensive bone marrow
fibrosis, like that observed in a patient [7]. Therefore, we could
not completely agree with that opinion.

We could not explain the pathophysiology of this case, but we
believe it is important to introduce this unusual phenotype in
AMKL for further research.
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Fig. 2. The CD61-positive blasts represent approximately 3% of all
blasts on the biopsy (Immunohistochemical stains CD61, x 1,000).
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