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CD44 variant isoforms in acute leukemia and its

clinical implications
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CD44 is an adhesion molecule that is
expressed on the surface of many cells
including hemopoietic cells. The standard
form of CD44 (CD44s) has been implicated
in lymphocyte homing and in the regulation
of normal hemopoiesis. There are many
higher-molecular-weight variant isoforms
(CD44v) generated by alternative splicing
of 10 exons (v1 through v10) within the

CD44 gene. Expression of particular
isoforms of CD44 has been associated with
malignant transformation and acquisition of
metastatic potential. In non-Hodgkin’s
lymphomnas, the expression of variant
isoforms containing CD44-v6 was observed
predom nantly in aggressive lymphoma and
was associated with poor prognosis.

Overexpression of CD44-v9 was related to



unfavorable prognosis in multiple myeloma.
No data concerning CD 44v expression in
acute leukemia, except one abstract
presented recently, have been published in
literature. In this project, we would like to
study the expression of various CD44v (v2
to v10), by immunocytochemical staining,

in acute myeloid leukemia and acute
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CD44 is an adhesion molecule which
is widely expressed on the surface of many
cells, including leukocytes and fibroblasts
(1,2). It is implicated in lymphocyte homing
and in the regulation of normal hemopoiesis
(2-6). In long-term bone marrow cultures,
formation of myeloid or lymphoid cells was
completely  suppressed by  CD44
monoclonal antibodies at an early stage (5).
Hyaluronan is the most widely recognized
ligand of CD44 but other ligands such as
fibronectin, collagen, and serglycin has also
been reported (2,7,8).

CD44 is encoded by 20 exons: 10 of
these code for standard form, CD44s. and
the other exons contribute to multiple
isoforms

variant (CD44v) which are

generated by alternative splicing of the

lymphoblastic leukemia. Patients will be
serially followed-up and reanalysed when
relapse occurs. The results will be

correlated  with  the clinical and
hematological features, cytogenetic findings
and prognosis of the patients. The clinical
implications of CD44v expression will be

determined.

RNA and insertion of the encoded variant
regions in the extracellular domain of
CD44(9,10). Expression of particular
isoforms of CD44 has been associated with
malignant transformation and acquisition of
metastatic

potential (11-16).

Overexp:-essionof CD44-v6 in a non-
metastas:zing cell line of rat pancreatic
carcinoma sufficed to establish full
metastatic behavior (11). Upregulation of
CD44v has also been demonstrated during
tumor progression and disseminationin in
humans, including gastric ca, colon ca and
lymphoma (12-16).

In non-Hodgkin’s lymphomas, the
expressicn of variant isoforms (CD44v)
CD44-v6 observed

containing were

predomirantly in aggressive lymphoma and




were associated with a shorter overall
survival of patients (17). In multiple

myeloma, overexpression of v9-containing

isoforms of CD44 was related to
unfavorable clinical presentation and
prognosis (18).

No data concerning the expression of
variant isoforms of CD44 in acute leukemia
have been published in literature, except

one abstract presented in Annual Meeting of
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American Society of Hematology one
month ago (19). A higher expression of
CD44-v5, -v6, and v9 in early preB-acute
lymphonslastic leukemia (ALL) and thymic
T-ALL was found in that report. We plan to
study various CD44v (v2 to v10) expression
in AMIL and ALL patients and correlate the
results with clinical manifestations and

prognosis of patients.
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