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To the editor.

To clarify the area of diagnostic uncertainty of acute
leukaemias involving the erythroid lineage, in 2016,
Arber et al. revised the acute myeloid leukemia not
otherwise specified subtype (AML-NOS) in the book of
WHO classification of tumours of haematopoietic and
lymphoid tissues.'

Significantly, the authors revised the blast counting
schema and indicated a precise cut-off. In particular,
some cases previously classified as erythroleukemia
(erythroid/myeloid type), in which erythroid precursor
cell constitute 250 % of bone marrow cellularity and
myeloid blasts <20% of the total marrow or peripheral
blood cells, were assigned to the group of
myelodysplastic syndromes (MDS). Moreover, cases
with myeloid blasts representing >20% of the cells were
defined as acute myeloid leukaemia  with
myelodysplastic ~ related  changes (AML-MRC)
irrespective of the erythroid cell count. So in those
conditions, the number of blasts determined the
assignment to either MDS or AML-MRC category.

In chapter 1 of the same WHO book (named
"Introduction and overview of the classification of
myeloid neoplasms"), in table 1.01 entitled "Diagnostic
approach to myeloid neoplasms in which erythroid
precursors constitute >50% of the nucleated bone
marrow cell", the term "pure erythroid leukemia" (PEL)
is assigned to cases displaying >80% immature
erythroid precursors with >30% proerythroblasts,
myeloblasts being <20 %. This definition does not
exclude, in principle, the presence of a minor component
of myeloblasts.

Notably, the diagnosis of PEL, according to the same
authors (page 161, column 2, line 16), requires the
presence of a "neoplastic proliferation of immature cells
(undifferentiated or proerythroblastic in appearance)
committed exclusively to the erythroid lineage (>80% of
the bone marrow cell are erythroid with >30%
proerythroblasts) with no evidence of significant

myeloblastic component".!

The term "non-significant myeloblastic component”
was not translated in any quantitative measure.
However, the term '"non-significant myeloblastic
component", it is in our opinion rather indefinite, as it is
not related to any inherent characteristic of the blasts,
but rather to the significance one can attribute to them.
Some hematologists may interpret the term "non-
significant" as negligible myeloblastic component,
others to the presence of a measurable but non-clonal
proportion of myeloblasts.

The importance of quantifying the number of bone
marrow blasts, however, is underlined as important
prognostic variable in MDS cases, in fact the revised
international prognostic scoring system (IPSS-R) score
values for MDS, considers a very good prognosis
patients' samples showing <2% of blasts versus a good
prognosis for those showing between 2% and 5%
myeloid blasts.?

Therefore is not clear , in the context of the 2016
WHO classification, how a patient with >80% erythroid
precursors ( and > 30% proerythroblasts) should be
classified in the presence of a bone marrow proportion
of myeloid blasts between 5 and 19 %. So, we suggest
that the presence of a minimal number of blasts should
always be reported and evaluated before formulating a
definite diagnosis of neoplastic haematologic diseases.

In conclusion, in our opinion the word "pure" is
misleading in cases of leukemia in which we observe
immature erythroid cells with >30% of proerythroblast
(currently named PEL in the WHO classification), in the
presence of a variable proportion of potentially clonal
myeloid blasts. We therefore suggest eliminating the
word “pure” and simply calling these cases as “erythroid
leukemia". Further studies could hopefully evaluate if
and how the presence of "a significant myeloblastic
component" has a clinical and prognostic meaning in
such erythroid leukemias.
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