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Wang L, Zhu K, Zha X, Chen S, Yang L, Chen S, Li Y.
Department of Hematelogy, First Affiliated Hospital, Jinan University, Guangzheu, S10832, PR China.

Abstract

INTRODUCTION: The development of Philadelphia chromasome (Ph) negative acute leukemia/myelodysplastic
syndrome (MDS) in patients with Ph-positive chronic myeloid leukemia (CML) is very rare. The features of restrictive
usage and absence of partial T cell clones have been found in patients with CML. However, the T-cell clonal evolution of
Ph-negative malignancies during treatment for CML is still unknown.

OBJECTIVE: To investigate the dynamic change of clonal proliferation of T cell receptor (TCR) Valpha and Vhbeta
subfamilies in one CML patient who developed Ph-negative acute lymphoblastic leukemia {ALL) after interferon and
imatinib therapy.

METHODS: The peripheral blood mononuclear cells (FBMC) samples were collected at the 3 time points (diagnosis of

Related citations in PubMed =

T cell receptor Vbeta repertoire usage and clonal
expansion of T cells in ck [Chin Med J (Engl). 2004]

[Clonal evolution of abnormal Philadelphia
chramasome-r [Zhonghua Xue Ye Xue Za Zhi. 20
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occurring in chronic phase of Ph-| [Leukemia. 2040

Imatinib mesylate in Philadelphia
chromosome-positive leukemia of ck [Cancer. 2003]

Ph-paositive chronic phase (CP) CML, developing Ph-negative ALL and post inductive chemotherapy (CT) for Ph-negative
ALL, respectively). The COR3 size of TCR Walpha and Vhbeta repertoire were detected by RT-PCR. The PCR products
were further analyzed by genescan to identify T cell clonality.

RESULTS: The CIML patient who achieved complete cytogenetic remission (CCR) after 5 years of IFMN-alpha therapy
suddenly developed Ph-negative ALL 6 months fallowing switch to imatinib therapy. The expression pattern and clonality
of TCR Valphafbeta T cells changed in different disease stages. The restrictive expression of Valpha/Vbeta subfamilies
could be found in all three stages, and partial subfamily of T cells showed clonal proliferation. Additionally, there have
been obvious differences in Valpha/Vbeta subfamily of T cells between the stages of Ph-positive CML-CP and Ph-
negative ALL. The Valpha10 and Vheta3 T cells evolved from cligoclonality to polyclonality. the Vheta13 T cells changed
from bioclonality to polyclonality, when Ph-negative ALL developed.

CONCLUSIONS: Restrictive usage and clonal proliferation of different Valpha/Vbeta subfamily T cells between the
stages of Ph-positive CP and Ph-negative ALL were detected in one patient. These changes may play a role in Ph-
negative leukemogenesis.
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2. encodes a RhoGAP protein with growth suppressor function and is underexpressed in hepatocellular carcinoma, amino acid sequence in

7. A primary malignant neoplasm of epithelial liver cells. It ranges from a well-differentiated tumor with EPITHELIAL CELLS indistinguishable
from normal HEPATOCYTES to a poorly differentiated neoplasm. The cells may be uniform or markedly pleomorphic, or form GIANT
CELLS Several classification schemes have been suggested.
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