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Myeloid natural killer cell leukemiaresembling a variant
of acute promyelocytic leukemia

We report a new case of myeloid/natural killer cell acute
leukemia (myeloid/NK). Blast morp hology and immunop he-
notype were similar to a variant of promyelocytic |aikemia,
resgant to ATRA (acute promyel ocytic leuk emia with zinc
finger-RARa fuson). Thekaryot ypewas normal and cells did
not present RAR-a rearran gement. Genetic studi esare essen-
tial for diagnoss.

A 70-year old woman was admitted to hogpital with diffuse
bone pain, fever for the previous 4 days and cutaneous purpu-
ra. Laboratory values were: WBC 187x10°L (98 % blasts with
high nuclear-cytoplasm ratio; kidney-shaped nucleus, 1-3 nucle-
di and fine granular cytoplasm, 1% neutrophils and 1% lym-
phocytes). Thehenoglobin concentrationwas134 g/d. andthe
platelet count 31x109L. APTT was: 335" (34"), INR1.3, fibrino-
gen 158 mg/mi, D-dimer: 2000-4,000 ng/mL (N< 200). Bio-
chemical determminations were normal, except for LDH which
was760 ng/d.. Chest X-raysand an echocardiogram were nor-
mal . Bone marrow agpirate was hypercellular, 95% cells were
blasts with bilobulated nucleus and fi ne granules resembling a
microgranul ar vaiant of acute promyelocytic leukemia (AR V)
(Figure 1). Cyt ochemical readion was moderat e-weak with
myeloperoxidase (M FO) and Sudan black-B (SBB) and negative
with a-naphthol -eceta e eserase gain. Theimmunophenctype
of the blast popul ation was CD33*, CD13*, OR~, CD34-, (D 45,
CD11a", 15" and aberrant CD56" expresson (Figure 2). Sam-
plesfor cytogenetic and molecular biology studieswereobtained
and with the provisiond diagnoss of ARy, the patient Sarted
treatment with all-trans retinoic acid (ATRA) and idarubicin
(PETHEMA LAP-96 Protocol )t

Conventional cytogenetics (included sudy from chromosome
11) and reverse transcriptase polymerase chain reaction (RT-
PCR) assay PML-RARa and R ZF-RARa) were normal. The
patient was idertified as having a myeloid/natural killer cell
acute leukemia and treated with idarubicin and cytasine arabi-
noside (PETHEMA LAM-99 for patients over 65 yeas dld). She
do nat respondto two ¢y clesof chemptherapy and died.

Myeloi d/netural killer cell acute leukemiaisa parti aular form
of leukemia with cytdogic features similar to miaogranular
acute promyelocytic variant.2® Previoud y reported cases were
distinguished by their lack of expression of HLA-DR and co-
expression of myeloid and natural killer cell antigens? Some
patientsmay have abnormaliti es evolving from chromasome 17
or 11but ladk thet(15,17) and do not respondto ATRA; never-
theless by morphology and immunophenoty pe these cases may
be clasdfied as ecute promyelogytic leukema (M3v).2

Acute promyelocytic leukemiaischaragerized by amutati on
that affectsthe retinoic acid receptor o (RARa).*®Inmost cas-
esat(15;17) (21 g22) ocaurs fusng theRARa and promyelo-
cytic leukemiagenesresultingin aPML-RARa chimericprotein
withmaturational blocks Thisdteration maybereversed by the
treatment with dl-trans retinoic acid.67APL present variant
chromosomal aberrationsfusng RARa with other genesge The
mos common variant is a fuson of RARa with the promyelo-
cyte leukenia zinc finger (PLZF) gene X In this variant of APL
blast cells express an aberrant CD56 marker and may present
t(11,17), theveiant ismore often seen inold patients, isrefrac-
tory toATRA treatment35 and hasa poor prognosis245 Prelimi-
nary reportsindicate that thesepatientsmay respondtoacom-
bination of ATRA and G or to acombination of ATRA and tri-
chastatin (en inhibitor of deacetylage adivity).

In our patient cutaneous purpura and henostetic alterations
were preent at diagnoss cytology and i mmunophenctype
resembled the AR. hypogranular vaiant, with CD56 expressonin
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Figure 1. (A) Wright-stained myeloid/NK blastsin peripheral
blood. (B) Wright-stained myeloid/NK blasts in bone marrow
aspiration. Original magnification x 40.
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Figure 2. How g/tomeric analysis of mydoid/NK blasts, co-
expression of CD45 (Y-axis) and CD56-PE (X axis).

haematologica vol. 86(7):july 2001


http://www.haematologica.it/2001_07/0765.htm

766
scientific correspondence

bleg cells and the disease was resstant to ATRA. Hemogtatic
disorders hawe been described in patients with myel oid/NK
leukemia although, as in our patient, are less sgnificant than in
APL

Myeloid/NK acute leukemia response totreatment is Smilar
to that expected in patients with the AML treated with proto-
ca daunorubicinand cytosine arabinoside (3 and 7 days, respec-
tively), with amedian survival of 30 months2 However 15% of
these patients have a more aggressve progresson and fail to
respond to conventional indudion treatment, Smilarly to the
present case

Patientswith AML with morphologi cfeatures resermbling M3
and M3y, should be analyzed by flow cytometer. The panel of
monoclonal antibodiesméa indude: HLA-DR (D34, (D33, (D13,
CD15, D16, CD56 and CD11a antigens Complete cytogenetic
and RT-PCR assays for PML-RARa and PMLZRARa are also
needed to confirm the diagnosisin these patients
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