
he was referring to the entire mantle, as is suggested in figure 1A of his
paper,1 or to isolated cells, and he did not illustrate the cytological
features of the cells. By contrast, we have described cytologically
distinct HHV-8 positive, IgMl-positive plasmablasts occurring within
an otherwise normal mantle zone. These cells were restricted to a subset
of cases of plasma-cell-variant CD that were HHV-8 positive by PCR. In
this context, we saw no reason to quote Dr Menke, and nothing in his
letter has caused us to change our view.

Peter G. Isaacson and Chris Boshoff
Department of Histopathology
University College London Medical School
London, England
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To the editor:

The mouse basophil, a rare and rarely recognized granulocyte

In a recent article,1 ultrastructural data were used to identify defects
in terminal differentiation of neutrophils in the CCAAT enhancer
binding protein family of transcriptional factors knock-out mice
(C/EBPe 2/2). Peripheral blood of C/EBPe 2/2 and control mice
was obtained from the retro-ocular venous plexus and prepared for
electron microscopy, whereas the remainder of the molecular,
functional, and biochemical data in this report were obtained using
bone marrow cells, peritoneal cells elicited with thioglycollate
injections, or the cell line U937 stably transfected with a zinc
inducible C/EBPe (p32) expression vector, or empty vector. The
electron micrographs illustrated in figure 1A-B of Verbeek et al1

illustrate a classic mature mouse basophil, not an immature
neutrophil as stated, in a C/EBPe 2/2 mouse. The granules shown
are typical for histamine-containing mouse basophil granules,2-5

which are less numerous and larger than mature granules in mature
mouse eosinophils and neutrophils2; basophils do not have second-
ary and tertiary granules, as do neutrophils, and the electron-lucent

structures referred to as glutaraldehyde-extracted secondary gran-
ules are typical cytoplasmic vesicles and vacuoles, which are
present in basophils from multiple species (see this letter’s
Figure).4-9 Figure 1C of Verbeek et al1 shows a classic neutrophil
from a control mouse, as indicated in the legend. Whether or not the
basophil illustrated in Verbeeek et al’s figure 1A-B represents a real
increase in this rare granulocyte class in C/EBPe 2/2 mice cannot
be determined from the single cell presented here. Because much of
the molecular, functional, and biochemical data for defective
terminal neutrophil differentiation are based on studies of bone
marrow and elicited peritoneal exudate cells in C/EBPe 2/2 mice,
it would be important to do ultrastructural studies of these cell
populations in these knock-out mice and their wild-type controls.

The mouse basophil lineage was defined by ultrastructural
analysis, contrasted with developing mast cell, eosinophil, and
neutrophil lineages, and reported in 1982 in this journal.2 These
images clearly established the identification and evolution of these

Electron micrograph shows a mature mouse baso-
phil that was present in the Fc eR1 cells sorted from
normal mouse bone marrow. (For more details, see
Seder et al3 and Dvorak et al.4) The mature nucleus has
heavily condensed chromatin in 2 lobes. Small num-
bers of mature electron-dense granules are evident in
the cytoplasm. Numerous mitochondria and electron-
lucent secretory vesicles constitute the other cytoplas-
mic organelles in this view. Original magnification,
3 23 000.
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lineages in this species and provided the necessary background for
the identification of mouse basophils as interleukin-4 (IL-4)–
producing, high-affinity FceR-positive, histamine-containing cells
sorted from mouse bone marrow and spleen,3 previously referred to
as non-B, non-T cells.10 The ultrastructural characteristics of these
basophils are described and contrasted with those of FceR-positive
mast cells and with FceR-negative neutrophils and eosinophils in
detail.4 Further ultrastructural studies with this model revealed that
mouse basophils are FceR-positive and c-kit–negative, whereas
mast cells are FceR-positive and c-kit–positive, and that mouse
basophils did not thrive in cultures supplemented with interleu-
kin-3 (IL-3) or stem cell factor (SCF), on the one hand, or with a
combination of these 2 mouse mast cell growth factors, on the
other.5 In all of these references,2-5 ultrastructural images of mouse
basophils identical to the basophil in Verbeek et al’s figure 1A-B
are included.

Ann M. Dvorak
Department of Pathology
Beth Israel Medical Center
Boston, MA
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To the editor:

Prognostic correlation of increased angiogenesis in acute myeloid leukemia with cytogenetics

We read with interest the article on the evidence for increased
angiogenesis in the bone marrow of patients with acute myeloid
leukemia (AML).1 The observation that increased microvessel
density in the bone marrow may play a role in the pathogenesis and
thus be a target for future antiangiogenic therapies is promising.
But the article lacks the following important prognostic informa-
tion to accurately predict the significance of their findings. Their
study did not take into account well-documented independent
adverse prognostic features of AML currently utilized in predicting a
response to induction chemotherapy: (1) unfavorable karyotype and (2)
white blood cell (WBC) count greater than 203 109/L at presentation.2

It would be of extreme importance to determine whether or not the
finding of increased angiogenesis adds to the above mentioned adverse
prognostic indicators. In particular, we would like the authors to clarify the
relationship of increased microvessel density to cytogenetic findings. Did
the 25% of patients who had the 2- to 3-fold increase inangiogenesis
belong to a good prognostic cytogenetic group such as inv(16), t(8;21),
or the well-known favorable karyotype of t(5;17) relating to acute
promyelocytic leukemia?3 Stratification of results based on favorable,
intermediate, or poor prognostic features would be of importance to
analyze if increased angiogenesis is an independent prognostic factor.

Clarification of these findings will help determine whether
markers of angiogenesis should be utilized in routine diagnosis of
AML and will add to the already-known prognostic markers that
predict response to therapy. Such information will allow stratifica-
tion of patients at their initial diagnosis to determine whether or not
they should receive conventional chemotherapy alone or should be
considered candidates for high-dose therapy followed by stem-cell
transplantation or additional experimental approaches, including
antiangiogenic therapies.

Vijay Reddy and Jan Moreb
Division of Hematology/Oncology
University of Florida College of Medicine
Gainesville, FL
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Response:

Angiogenesis and prognosis in acute myeloid leukemia

In their letter, Drs Reddy and Moreb have apparently interpreted
our data as indicating that increased angiogenesis is an adverse
prognostic factor in acute myeloid leukemia (AML).1 But we did
not conclude this from our study. Our investigation has unequivo-
cally demonstrated a significant increase of bone marrow microves-
sel density in 62 patients with newly diagnosed, untreated AML, as

compared with control patients. The bone marrow of 75% of the
patients (not 25% as stated by Drs Reddy and Moreb) with AML
showed a 2- to 3-fold higher microvessel count than the median of
the control group. Furthermore, after induction chemotherapy, we
observed a significant decrease in microvessel density on day 16
and in complete remission compared with presentation. These
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