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Acute Panmyelosis with Myelofibrosis (APMF) is an
extremely rare disease. Lack of familiarity with this rare
subtype of acute leukemia hinders the diagnosis [1]. It is
characterized by an acute, rapidly progressive, fatal clinical
course, peripheral blood cytopenias with minimum 20% blast
and no detectable splenomegaly. APMF corresponds to less
than 1% of the cases of Acute Myeloid Leukemia (AML) [2].
Histologically, APMF is characterized by a heavily fibrotic
marrow, an increased number of immature hematopoietic
elements (panmyelosis), and dysplastic population of
megakaryocytes. The condition should be differentiated from
other hematological neoplasms that present with fibrosis such
as acute megakaryoblastic leukemia and myelodysplsia (MDS)
with myelofibrosis. Dacrocytes are not present.

In our department a 78-year-old female was investigated
for fever and hypoxemia. On physical examination, she was pale,
without palpable lymph nodes or abdominal organomegaly. Her
CBC showed macrocytic anemia with a hemoglobin level of 8.4
g/dL, an MCV of 104 fl, leucopenia (2100/pl) with neutropenia
(400/pl). The platelet count was 53000/ul. Dacrocytes were not
seen. Serum LDH (3.8 X ULN) and CRP were high. There was
normal vitamine B12 and folic acid level.

Flow cytometry of peripheral blood showed 18% blasts
(CD 34+, CD 117+, HLA-DR+, CD33+, CD123+). BCR-ABL1
and JAK2V617F mutations in peripheral blood were negative.
A bone marrow aspiration was “dry tap”. Biopsy reveals a
hypercellular fibrotic bone marrow with panmyelosis and
increased precursors in all three lineages with markedly
increased number of the megakaryocytes The karyotype was
normal.

MPO was negative

Computerized tomography revealed no lymphadenopathy
or organomegaly.
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The patient was diagnosed with acute panmyelosis with
myelofibrosis based on the clinical course and bone marrow
biopsy. The patient died two months from diagnosis due to
septic shock.

APMF is listed in the category of “AML, not otherwise
specified (NOS)” [3]. There are difficulties concerning the
differential diagnosis between APMF, MDS with excess
blasts and concomitant fibrosis (MDS-EB-F) and Acute
Megakaryoblastic Leukemia (AMKL)[4]. Our patient fulfilled
the criteria of APMF: the patient had a typical clinical course,
no morphological abnormalities in the peripheral blood, no
splenomegaly, and the bone marrow was hypercellular with a
diffuse fibrotic stroma with immaturity of all trilineage cells
and markedly increased number of abnormal megakaryocytes.
In AMKL the number of blasts can be the same as in APMF, but
they are predominantly megakaryocytic in nature, and CD34
is usually negative4. In both situations the bone marrow is
frequently not aspirable (as in our case).

The distinction from MDS associated with both excess of
blasts and myelofibrosis (MDS-EB-F) is particularly difficult,
since the morphological findings are similar. However, in
APMF the bone marrow shows more numerous megakaryocytes
and a higher number of blasts, than are found in MDS-EB-F.
An important clinical differences between the two conditions,
is the abrupt onset of APMF and its shorter survival rate in
comparison with MDS-EB-F [5].

The distinction from Primary Mpyelofibrosis (PMF) is
usually less problematic.

The clinical course in the later condition is more indolent,
and splenomegaly of varying degree is detected in up to 90%
of patients and may be massive. The JAK2V617F mutation
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may be found in 50% of patients. Our patient did not have
splenomegaly, and the clinical course was not typical of PMF.

The JAK2 mutation was negative

The pathogenesis of APMF is unknown, and the rarity of the
disease makes its diagnosis a medical challenge. The disease is
usually associated with poor response to chemotherapy and a
survival period of only several months. A rapid diagnosis and
a proper management including chemotherapy and the option
of stem cell transplantation, even in elderly patients, seems
mandatory for APMF patients.

In our case, the patient was not fit to be treated with
chemotherapy, and the clinical evolution was rapidly
progressive, with septic shock being the final event.
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